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DEPARTMENT  OF  HEALTH, 
EDUCATION.  AND  WELFARE 

Food  and  Drug  Administration 

21  CFR  Parts  16, 20, 809  and  812 

[Docket  No.  76N-0324] 

Medicai  Devices;  Procedures  for 
Investigationai  Device  Exemptions 

agency:  Food  and  Drug  Administration. 
action:  Final  rule. 

SUMMARY:  This  rule  sets  forth  the 
procedures  and  conditions  under  which 
investigations  of  medical  devices 
involving  human  subjects  may  be 
exempt  from  certain  requirements  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act, 
in  accordance  with  the  Medical  Device 
Amendments  of  1976.  T^ie  rule  sets  out 
the  procedures  to  obtain  an 
investigational  device  exemption  (IDE); 
it  delineates  the  responsibilities  of 
sponsors,  institutional  review  boards, 
and  clinical  investigators  with  respect  to 
clinical  investigations  of  medical 
devices;  and  the  rule  also  prescribes 
informed  consent  requirements  and 
specifies  recordkeeping  and  reporting 
requirements. 

EFFECTIVE  DATE:  The  reporting  and 
recordkeeping  requirements  contained 
in  this  rule  have  been  submitted  for 
approval  by  the  Office  of  Management 
and  Budget  (OMB)  in  accordance  with 
the  Federal  Reports  Act  of  1942.  This 
regulation  will  become  effective  July  16, 
1980,  provided  that  approval  of  the  OMB 
is  received  by  that  date.  If  OMB  does 
not  approve,  without  change,  the 
reporting  and  recordkeeping 
requirements  contained  in  the  rule,  FDA 
will  revise  the  rule  as  necessary  to 
comply  with  the  decision  of  OMB.  FDA 
will  publish  a  notice  in  a  future  issue  of 
the  Federal  Register  concerning  OMB’s 
decision  on  these  requirements. 

FOR  FURTHER  INFORMATION  CONTACT: 
Joseph  L.  Hackett,  Bureau  of  Medical 
Devices  (HFK-403),  Food  and  Drug 
Administration,  8757  Georgia  Ave., 

Silver  Spring,  MD  20910,  301-427-8162. 
SUPPLEMENTARY  INFORMATION:  The 
Medical  Device  Amendments  of  1976 
(Pub.  L.  94-295),  referred  to  here  as  “the 
amendments,"  amended  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (52  Stat. 
1040  et  seq.  (21  U.S.C.  201  et  seq.]), 
referred  to  here  as  “the  act."  Section 
520(g)  of  the  act  (21  U.S.C.  360j(g))  sets 
out  requirements  that  apply  to 
investigational  use  of  medical  devices. 

Section  520(g)  authorizes  the 
exemption  of  devices  from  provisions  of 
the  act  that  relate  to  misbranding, 


registration,  premarket  notifrcation, 
performance  standards,  premarket 
approval,  banned  devices, 
recordkeeping  and  reporting 
requirements,  restrictions  on 
distribution  of  devices,  good 
manufacturing  practice  requirements, 
and  use  of  color  additives,  to  permit 
devices  to  be  shipped  for  clinical 
investigations  to  determine  their  safety 
and  effectiveness. 

An  investigation  is  considered 
approved  and  may  begin  30  days  after 
an  application  for  an  IDE  is  submitted  to 
the  Food  and  Dnig  Administration 
(FDA),  unless  FDA  notifies  the  applicant 
within  30  days  that  the  application  is  not 
approved.  An  application  for  an  IDE  for 
a  banned  device  must  be  approved  by 
FDA  in  writing  before  the  investigation 
may  begin. 

n)A  will  enforce  this  regulation  under 
section  301(q)  of  the  act  (21  U.S.C. 
331(q)),  which  prohibits  failure  or  refusal 
to  comply  with  a  requirement  prescribed 
under  section  520(g).  Section  301(q)(2) 
also  prohibits  the  submission  of  reports 
that  are  materially  false  or  misleading. 

In  addition,  a  device  is  adulterated 
under  section  501(f)  and  (i)  of  the  act  (21 
U.S.C.  351(f)  and  (i))  if  the  device  fails  to 
comply  with  applicable  requirements  of 
the  ]i)E  regulation.  Adulterated  devices 
may  be  seized  under  section  304  (21 
U.S.C.  334). 

Prior  Federal  Register  Documents  and 
Public  Hearing 

In  the  Federal  Register  of  August  20, 
1976  (41  FR  35282),  FDA  proposed 
regulations  on  IDE’s  (the  original 
proposal).  The  proposal  was  finalized 
with  respect  to  intraocular  lenses 
(lOL’s),  but  not  with  respect  to  other 
medical  devices,  by  regulations 
published  in  the  Federal  Register  of 
November  11, 1977  (42  FR  58874)  and 
codified  in  Part  813  (21  CFR  Part  813). 
Paragraph  34  below  discusses  the 
regulations  that  now  apply  to  lOL 
investigations. 

Because  of  the  heavy  volume  of 
comments  and  the  desire  to  increase 
public  participation  in  the  development 
of  the  IDE  regulation,  FDA  issued  a 
reproposal  in  the  form  of  a  tentative 
final  regulation  in  the  Federal  Register 
of  May  12, 1978  (43  FR  20726)  (the 
reproposal).  A  Federal  Register  notice  of 
October  6, 1978  (43  FR  46321),  extended 
the  deadline  for  comments  from 
September  11, 1978,  to  December  5, 1978. 
This  extension  was  in  response  to 
several  requests  to  allow  comments  on 
the  relation  of  the  reproposal  to  two 
related  proposed  rules  published  by 
FDA  on  August  8, 1978,  that  is. 

Standards  for  Institutional  Review 
Boards  for  Clinical  Investigations  (43  FR 


35186)  and  Obligations  of  Clinical 
Investigators  of  Regulated  Articles  (43 
FR  35210),  and  to  the  report  of  the 
National  Commission  for  the  Protection 
of  Human  Subjects  of  Biomedical  and 
Behavioral  Research  (the  Commission) 
on  Institutional  Review  Boards  and 
Informed  Consent.  (See  the  Federal 
Register  of  November  30, 1978  (43  FR 
56174).) 

A  public  hearing  on  the  reproposal 
was  held  in  Rockville  MD,  on  August  7, 
1978.  Fourteen  persons  made 
presentations  at  the  hearing.  A 
transcript  of  the  hearing  is  on  file  in  the 
office  of  the  Hearing  Clerk.  FDA, 
Rockville,  MD.  Comments  offered  at  the 
hearing  were  considered  in  preparing 
this  final  regulation. 

Decision  To  Publish  Regulation  as  a 
Final  Rule 

A  comment  on  the  reproposal 
requested  that  revisions  made  in  the 
reproposal  be  published  as  another 
reproposal  rather  than  as  a  final 
regulation,  to  allow  more  public 
participation. 

FDA  has  elected  to  publish  a  final 
regulation.  The  changes  made  in  this 
document  are  consistent  with,  and 
generally  are  in  response  to,  the  written 
comments  received  on  the  original 
proposal  or  the  reproposal  and 
comments  at  the  public  hearing.  FDA 
believes  that  this  final  regulation  is 
based  on  sufficient  public  participation 
and  that  an  additional  reproposal  is 
neither  legally  required  nor  desirable  as 
a  policy  matter. 

Relationship  to  Sponsor/Monitor, 
Institutional  Review  Board,  Clinical 
Investigator,  and  Informed  Consent 
Regulations 

In  the  original  proposal.  Subparts  C, 

D,  and  E  set  forth  responsibilities  of 
sponsors,  institutional  review  boards 
(IRB’s)  and  investigators,  respectively. 
The  reproposal  did  not  repropose 
Subparts  D  and  E  and  portions  of 
Subparts  C.  FDA  did  not  withdraw  these 
provisions  in  the  original  proposal,  but 
stated  its  intention  that  the  agency-wide 
bioresearch  monitoring  regulations, 
discussed  below,  would  apply  to  these 
aspects  of  device  investigations  when 
those  regulations  became  final.  FDA  has 
concluded  that  the  conduct  of  clinical 
investigations  of  drugs,  devices,  and 
biologies  are  sufficiently  similar  to 
warrant  uniform,  agency-wide 
regulations.  For  drugs  and  biologies, 
these  regulations  will  be  revisions  of 
existing  requirements  in  Part  312  (21 
CFR  Part  312).  For  devices,  the  only 
present  requirements  for  clinical 
investigations  are  those  in  §  809.10(c) 

(21  CFR  809.10(c))  for  in  vitro  diagnostic 
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products.  Part  813  for  lOL's,  the  notice  in 
the  Federal  Register  of  March  9, 1973  (38 
FR  6419)  for  acupuncture  devices,  and 
Part  312  for  devices  formerly  considered 
new  drugs  or  antibiotic  drugs. 

The  Federal  Register  of  September  27, 
1977  (42  FR  49612),  contained  a  J)!  .posed 
regulation  on  obligations  of  sponsors 
and  monitors  of  clinical  investigations. 

In  the  Federal  Register  of  August  8, 1978, 
FDA  issued  proposed  regulations  on 
standards  for  institutional  review 
boards  for  clinical  investigations  (43  FR 
35186)  and  obligations  of  clinical 
investigators  of  regulated  articles  (43  FR 
35210).  In  part  because  of  the  report  on 
these  matters  by  the  Commission  (see 
discussion  above)  on  August  14, 1979, 
FDA  reproposed  regulations  on 
institutional  review  boards  (44  FR  47699) 
and  a  new  proposal  on  informed  consent 
(44  FR  47713). 

These  proposed  agency-wide 
bioresearch  monitoring  regulations  have 
not  yet  been  published  as  final  rules. 

FDA  has  concluded  that  the  time 
required  to  prepare  agency-wide 
regulations  for  final  publication  would 
entail  unacceptable  delays  in  the 
application  of  regulatory  safeguards  to 
device  development.  FDA  is  concerned 
about  preventing  unreasonable  risks  to 
subjects  of  investigations,  providing 
guidance  to  sponsors  who  are  required 
to  submit  premarket  approval 
applications,  and  avoiding  further 
nonadherence  to  the  statutory  timetable 
for  the  IDE  regulation  in  section 
520(g)(2)(A)  of  the  act.  Accordingly, 
rather  than  allowing  further  delay  in 
publication  of  the  final  IDE  regulation 
until  publication  of  the  final  agency¬ 
wide  regulations,  FDA  is  making  final 
the  requirements  for  sponsors,  IRB’s, 
and  investigators  in  Subparts  C,  D,  and 
E  of  Part  812  in  this  document  (21  CFR 
Part  812).  Adequate  notice  and 
opportunity  for  comment  on  these 
requirements  were  afforded  in  the 
original  IDE  proposal  and,  on  some 
matters,  in  the  reproposal  as  well. 

To  reduce  administrative  burdens  on 
affected  parties,  FDA  has  conformed 
this  final  regulation  closely  to  FDA’s 
anticipated  final  regulations  on 
obligations  of  sponsors  and  monitors, 
and  investigators.  An  exception  to  this 
general  rule  is  that  this  regulation  does 
not  contain  provisions  that  were  not 
parts  of  previous  proposals  on  which 
public  conunents  have  been  received.  If 
the  final  bioresearch  monitoring 
regulations  differ  fi'om  the  IDE  final 
regulation,  FDA  will  make  conforming 
changes  in  the  IDE  regulation.  The  ERB 
and  informed  consent  requirements  in 
this  regulation  do  not  reflect  many  of  the 
provisions  present  in  the  August  14, 1979 


proposals.  The  agency  stresses  that  the 
differences  between  the  final  IDE 
regulation  and  the  August  14, 1979 
proposals  should  not  be  taken  as 
indications  of  the  agency’s  decision  on 
the  form  of  final  IRB  and  informed 
consent  regulations.  The  public 
comments  on  the  August  14, 1979 
proposals  are  being  analyzed,  and  the 
final  orders  will  reflect  a  full 
consideration  of  those  comments.  The 
IRB  and  informed  consent  requirements 
in  this  regulation  represent  relatively 
basic  provisions  that  are  generally 
consistent  with  ciurent  practice  and 
statutory  requirements. 

FDA  recognizes  that  there  may  be 
some  inconvenience  if  the  final  IDE 
regulation  is  changed  to  conform  to  the 
final  bioresearch  monitoring  regulations. 
FDA  has  concluded,  however,  Aat  any 
such  inconvenience  is  outweighed  by 
the  advantage,  discussed  above,  of 
having  the  IDE  regulation  in  effect. 

Comments  on  the  Reproposal 

Many  comments  were  received  from 
academic  sources,  industry,  private 
practitioners,  and  a  public  interest 
group.  The  comments  were  constructive 
and  often  complex.  A  sununary  of  the 
conunents  and  FDA’s  responses  to  them 
follow. 

Effect  on  Research 

1.  Several  conunents  stated  that  few 
investigators  and  IRB’s  will  be  willing  to 
continue  participation  in  device 
investigations,  in  view  of  the 
administrative  burdens  imposed  by  the 
IDE  regulation. 

FDA  is  sensitive  to  this  concern  and 
has  changed  the  final  regulation  to  limit 
paperwork  to  essential  requirements. 
Moreover,  the  final  regulation’s 
applicability  to  investigations  of 
preamendments  devices  has  been 
restricted,  as  discussed  below  in 
paragraph  21.  Of  those  investigations 
now  subject  to  the  regulation,  only  those 
involving  significant  risk  devices  are 
subject  to  aU  requirements  of  the 
regulation.  A  sponsor  of  an  investigation 
that  does  not  involve  a  significant  risk 
device  ("a  nonsignificant  risk  device 
investigation”)  does  not  need  to  submit 
an  IDE  application  to  FDA  or  obtain 
FDA  approval  before  beginning  an 
investigation,  unless  FDA  notifies  the 
sponsor  that  approval  is  required.  The 
sponsor  must,  however,  properly  label 
the  device,  obtain  and  maintain  IRB 
approval,  ensure  that  investigators 
dooiment  informed  consent,  maintain 
certain  basic  records,  evaluate  and 
submit  reports  concerning  such  vital 
matters  as  unanticipated  adverse  device 
effects,  and  comply  with  requirements 
for  monitoring  studies,  prohibitions 


against  commercialization,  and  undue 
prolonging  of  investigations. 

A  sponsor  of  a  significant  risk  device 
investigation  must  submit  an  IDE 
application  to  FDA.  The  elements  of  an 
application  have  been  simplified.  A 
sponsor  need  not  routinely  submit 
backgroimd  information  on  investigators 
or  complete  copies  of  the  investigational 
plan.  The  general  record  retention 
period  has  been  reduced  from  5  to  2 
years  following  the  later  of  two  dates: 
The  date  when  the  investigation  is 
terminated  or  completed,  or  the  date 
when  the  investigation  is  no  longer 
needed  to  support  an  application  for 
premarket  approval  or  a  notice  of 
completion  of  a  product  development 
protocol. 

FDA  believes  that  these  and  other 
modifications  will  reduce  the  cost  of 
investigating  a  device  without 
weakening  the  controls  required  by 
section  520(g)  of  the  act.  The  agency  has 
retained  requirements  that  are  critical  to 
protection  of  subjects  in  all 
investigations,  e.g.,  informed  consent,  . 
institutional  review,  and  reporting  of 
unanticipated  adverse  device  effects. 

2.  Several  comments  argued  that  the 
reproposal  was  written  in  confusing 
legal  jargon. 

The  final  regulation  is  in  plain  and 
simple  language  consistent  with  legal 
requirements. 

3.  A  few  comments  suggested  that 
regulation  of  clinical  investigations 
should  be  controlled  at  the  local  level 
and  would  be  better  supervised  if  the 
control  were  university  based  rather 
than  supervised  at  the  Federal  level. 

Section  520(g)  of  the  act  requires  a 
sponsor  to  submit  an  application  to 
FDA.  Therefore,  control  over  significant 
risk  device  investigations  cannot  be,  and 
is  not,  vested  solely  in  local  officials. 
Local  IRB’s  will,  however,  play  an 
important  role  in  the  control  of  all 
device  investigations,  especially  those 
that  do  not  involve  significant  risk 
devices,  as  discussed  further  in 
paragraph  17  of  this  preamble. 

Economic  Impact 

4.  Many  comments  argued  that  FDA 
did  not  properly  consider  the  economic 
impact  of  the  regulation  and  that  costs 
to  industry  will  exceed  $100  million. 

FDA  does  not  have  definitive  data  on 
costs  to  industry  because  hard  data  on 
costs  were  not  submitted  in  support  of 
these  comments.  FDA  believes  that  the 
final  regulation  will  not  have  a  major 
economic  impact,  given  the  changes  in 
the  regulation  siunmarized  in  paragraph 
1. 

5.  A  number  of  comments  stated  the 
reproposal  would  increase  the  direct 
costs  of  developing  a  medical  device. 
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One  comment  estimated  the  incremental 
cost  to  be  from  $250,000  to  $500,000  per' 
device,  but  did  not  explain  how  this 
estimate  was  derived.  Another  comment 
expressed  concern  about  the  unit  cost  of 
a  product,  if  the  cost  of  IDE 
requirements  is  applied  to  a  device  that 
is  produced  in  limited  quantities.  Many 
comments  expressed  a  general  concern 
about  the  expected  cost  burdens  of  the 
administrative  requirements.  Other 
comments  observed,  however,  that  the 
incremental  cost  is  impossible  to 
estimate  because  it  depends  on  the 
extent  to  which  current  investigational 
practices  satisfy  the  regulation’s 
requirements. 

The  changes  in  the  regulation 
summarized  in  paragraph  1  will  greatly 
reduce  incremental  costs  of  compliance. 

6.  Several  comments  addressed  the 
long-range  economic  impact  of  the  IDE 
regulation.  These  comments  predicted 
that  the  cumulative  effect  of  the 
regulation  would  be  to  discourage 
medical  device  research  and 
development  in  the  United  States.  One 
comment  predicted  that  the  regulation 
would  drive  device  research  and 
development  abroad.  It  was  argued  that 
the  regulation  would  discourage 
participation  of  investigators  and  IRB’s, 
reduce  sponsor  incentives  to  develop 
devices  of  limited  commercial  value, 
discourage  noncommercial  research 
(that  is,  much  of  the  research  conducted 
at  universities),  and  would  affect 
adversely  the  development  of 
improvements  in  already  marketed 
medical  devices. 

FDA  believes  that  the  implementation 
of  the  final  IDE  regulation  will  not 
discourage  medical  device  research  and 
development  in  the  United  States.  Even 
the  requirements  for  clinical  studies  of 
significant  risk  devices  do  not  require 
significant  deviation  from  current 
research  practices  in  the  scientific 
community.  Because  of  the  changes  in 
the  regulation  summarized  in  paragraph 
1  above,  there  should  be  little,  if  any, 
change  in  the  willingness  of 
investigators  and  IRB's  to  participate  in 
medical  device  research  and  little,  if 
any,  reduction  in  sponsors’  incentives  to 
develop  devices  of  limited  commercial 
value  or  to  make  im))rovements  in 
already-marketed  devices. 

7.  A  number  of  comments  expressed 
concern  that  the  reproposal  may  have  a 
disproportionate  impact  on  small 
businesses,  and  these  comments 
imputed  a  general  anticompetitive 
tendency  to  the  IDE  reproposal. 

To  minimize  such  effects,  FDA’s 
Office  of  Small  Manufacturers 
Assistance  is  available  to  guide  small 
firms  through  the  IDE  process  or  to 
assist  them  in  preparing  the 


investigational  phase  of  a  product 
development  protocol  (PDF)  under 
section  515(f)  of  the  act  (21  U.S.C. 
360e(f)).  Moreover,  FDA  believes  that 
changes  made  to  simplify  the  IDE 
regulation  will  reduce  the  burden  on 
small  business. 

8.  Several  comments  questioned  the 
assumptions  in  FDA’s  original  inflation 
impact  assessment  ’The  original 
assessment  assumed  that  the  average 
costs  for  clinical  investigations  of 
significant  risk  devices  would  be 
increased  by  $125,000  over  a  3-year 
period  for  each  of  150  devices  already 
on  the  market  and  it  projected  an 
increase  of  $125,000  a  year  for  3  years 
for  each  of  the  estimated  10  to  20  new 
devices  developed  each  year.  (The 
estimated  number  of  new  devices  each 
year  was  derived  firom  the  number  of 
annual  FDA  determinations,  in  response 
to  premarket  notifications  ui^er  section 
510(k)  of  the  act  (21  U.S.C.  360(k))  and 
Subpart  E  of  Part  812  (21  CFR  Part  812, 
Subpart  E),  that  devices  described  in 
these  notifications  were  not 
substantially  equivalent  to  devices  in 
commercial  distribution  before  the 
amendments,  and  were  therefore  in 
class  III  (premarket  approval)  under 
section  513(f)  of  the  act  (21  U.S.C. 
360c(f)).)  Comments  suggested  that:  (a) 
The  cost  impact  per  investigation  would 
or  might  be  higher  than  the  $125,000  to 
$375,000  range,  and  (b)  in  projecting  the 
number  of  IDE’s,  FDA  overlooked 
numerous  “limited  purpose”  studies  (for 
example,  studies  for  minor 
improvements  of  existing  products  and 
studies  establishing  labeling 
information)  that  would  also  be 
affected. 

The  comments  submitted  by  the 
device  industry  did  not  contain  detailed 
cost  analyses  or  projections  of  the 
number  of  clinical  investigations.  FDA 
has  concluded  that  because  the  cost  of 
the  final  regulation  will  fall  primarily  on 
clinical  testing  of  new,  significant  risk 
devices,  the  assumptions  in  the  original 
assessment  are  correct. 

9.  One  comment  suggested  that  FDA 
consider  the  combined  cost  impact  of 
related  regulations,  such  as  those 
concerning  premarket  approval  and 
obligations  of  sponsors  and  monitors, 
clinical  investigators,  and  institutional 
review  boards,  rather  than  the  separate 
cost  of  each  regulation. 

FDA  is  sensitive  to  the  issue  of 
cumulative  regulatory  burden.  In 
developing  eai^  of  these  regulations, 
FDA  has  been  attentive  to  Ifre 
cumulative  effects  of  all  of  them 
together.  The  final  IDE  regulation 
reflects  an  effort  to  eliminate 
unnecessary  regulatory  burdens,  and 
FDA  will  make  similar  efforts  in 


preparing  the  final  agency-wide 
bioresearch  monitoring  regulations. 
Detailed  evaluation  of  the  cumulative 
effects  of  these  regulations  would  not,  in 
any  event,  affect  the  general  approach 
of  the  final  IDE  regulation  because  of 
the  need  to  require  compliance  with 
statutory  mandates  for  device 
investigations. 

10.  Comments  suggested  that  the 
inflationary  impact  assessment  should 
have  attempted  to  estimate  benefits  as 
well  as  cost  impacts,  and  should  have 
included  a  review  of  alternative 
regulatory  approaches. 

FDA  rejects  these  comments. 

These  types  of  analyses  would  have 
been  required  under  ^ecutive  Order 
11821  (superseded  by  Executive  Order 
12044  by  notice  in  the  Federal  Register 
of  March  24, 1978  (43  FR 12661))  if  a 
major  inflationary  impact  had  been 
identified.  However,  no  such  impact  was 
identified. 

Furthermore,  FDA  believes  that  the 
orginal  proposal  and  the  reproposal, 
coupled  with  its  responses  to  the 
comments  demonstrate  that  ample 
consideration  has  been  given  to  the 
benefits  of  the  regulation  and  to  all 
practical  options. 

11.  One  comment  asserted  that  the 
inflation  impact  assessment  failed  to 
evaluate  certain  long-range  unfavorable 
effects  on  the  competitive  structure  of 
the  industry  and  on  the  rate  of  new 
medical  device  development. 

No  factual  support  was  submitted  to 
document  these  concerns.  As  described 
above  in  paragraph  1.  the  major 
requirements  of  the  final  IDE  regulation 
apply  fully  only  to  investigations  of  new, 
significant-risk  devices.  FDA  believes 
that  the  IDE  regulation  will  not  unduly 
discourage  new  product  development, 
reduce  competition,  or  adversely  affect 
small  business. 

Effective  Date 

12.  Several  comments  suggested 
extending  the  effective  date  of  the 
regulation  beyond  the  120-day  period 
that  was  reproposed. 

FDA  agrees  that  extending  the 
effective  date  will  provide  for  a  more 
orderly  transition  period.  To  provide 
sponsors  with  sufficient  lead  time  to 
comply  with  the  final  rule,  this 
regulation  will  be  effective  July  16. 1980. 

Sponsors  of  new  investigations  and 
ongoing  long-term  investigations  may 
wish  to  submit  applications  for  FDA 
review  before  the  effective  date.  FDA 
will  accept  and  review  applications 
received  before  the  effective  date. 
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General  Provisions 

Scope 

13.  Numerous  comments  on  the 
reproposal  questioned  whether  FDA 
was  seeking  to  achieve  the  stated 
objective  of  “encouraging  the  discovery 
and  devlopment  os  useful  devices." 

FDA  is  sensitive  to  concerns  that  the 
IDE  reproposal  might  have  discouraged 
innovation.  Accordingly,  FDA  has 
altered  the  final  regulation  to  minimize 
interference  with  device  development 
and  costs  of  preparing  an  IDE 
application,  while  retaining  provisions 
essential  to  subject  protection.  See 
paragraphs  1  and  6  above. 

14.  One  comment  argued  that  the 
regulation  should  state  that  a  product 
for  which  an  IDE  has  been  approved 
will  be  exempt  from  section  501  (21 
U.S.C.  351),  relating  to  adulteration,  and 
section  518  (21  U.S.C.  360h),  relating  to 
notification  of  risk  and  repair, 
replacement  or  refund,  in  addition  to 
those  sections  enumerated  in  section 
520(g)  of  the  act 

FDA  disagrees.  Section  520(g)  of  the 
act  does  not  provide  for  exemptions 
from  sections  501  and  518,  nor  is  there 
any  reason  to  grant  such  exemptions. 

Applicability 

15.  Several  comments  argued  that  an 
IDE  should  not  be  required  for  an 
investigation  to  expand  medical 
knowledge  or  conduct  fundamental 
research. 

FDA  agrees  with  these  comments 
insofar  as  they  concern  clinical 
investigations  conducted  for  purposes 
other  than  determination  of  safety  or 
effectiveness.  Accordingly,  §  812.2(a}  (21 
CFR  812.2(a))  has  been  rewritten  to 
provide  that  the  regulation  applies  only 
to  clinical  investigations  of  medical 
devices  to  determine  safety  and 
effectiveness.  If  the  expansion  of 
medical  knowledge  or  the  conduct  of 
fundamental  research  involves  an 
investigation  to  determine  the  safety  or 
effectiveness  of  a  device,  an  IDE  will  be 
required. 

16.  One  comment  suggested  that  an 
IDE  should  not  be  required  if  testing  of 
the  device  occurs  within  the  boundaries 
of  one  State.  The  comment  questioned 
FDA’s  authority  to  act  if  a  sponsor's 
testing  activities  are  solely  intrastate. 

FDA  does  not  agree  wi^  this 
comment  Neither  section  301  (q)  (21 
U.S.C.  331(q)),  which  prohibits  violations 
of  the  IDE  regulation,  nor  section  501(i) 
of  the  act  which  deems  a  device 
adulterated  if  there  has  been  a  failure  to 
comply  with  the  IDE  regulation,  is 
limited  in  its  applicability  to  devices 
that  are  in  interstate  commerce. 

Compare  section  301(q)  with  section  301 


(a)  through  (d),  (k),  and  (o).  In  addition, 
section  304(a)(2)  of  the  act  (21  U.S.C. 
334(a)(2))  authorizes  FDA  to  seize 
adulterated  devices  without  regard  to 
interstate  commerce  {United  States  v. 
Undetermined  Quantities  of  an  Article 
of  Device  *  •  •  “Depilatron  Epilator," 
473  F.  Supp.  913  (S.D.  N.Y.  1979)).  Also, 
section  709a  of  the  act  (21  U.S.C.  379a) 
provides  that  interstate  commerce  is 
presumed  to  exist  in  any  action  to 
enforce  the  requirements  of  the  act 
concerning  a  device.  Finally,  United 
States  V.  Dianovin  Pharmaceuticals,  475 
F.2d  100  (1st  Cir.  1973),  and  United 
States  V.  Pinocchio  Brand  Oil,  289  F.2d 
343  (2d  Cir.  1961),  hold  that  the 
necessary  connection  with  interstate 
commerce  exists  if  any  component  of 
the  product  was  shipped  fi'om  outside  a 
State. 

17.  Numerous  comments  suggested 
that  FDA  limit  the  applicability  of  the 
regulation,  for  example  by  basing 
applicability  on  the  degree  of  risk,  or  the 
incremental  risk,  presented  to  subjects 
by  use  of  the  device.  One  comment 
offered  an  alternative  regulatory  scheme 
under  which  FDA  review  would  be 
related  to  the  risk  of  the  clinical 
investigation  and  the  ex’eni  IRB 
oversight. 

FDA  agrees  with  n  any  of  'he 
suggestions  set  forth  in  these  comments 
and  has  incorporated  in  the  final 
regulation.  The  final  regulation  varies 
the  amount  of  regulatory  control, 
depending  on  the  degree  of  risk  to  the 
subject. 

Investigations  of  significant  risk 
devices  are  subject  to  detailed 
regulatory  control  and  require  IRB  and 
FDA  approval.  A  sponsor  of  such  an 
investigation  must  submit  an 
investigational  plan  and  report  of  prior 
investigations  to  an  IRB  and  an  IDE 
application  to  FDA. 

Less  regulatory  control  is  exercised 
over  investigations  of  nonsignificant  risk 
devices.  Nonsignificant  risk  devices 
include  a  miscellany  of  articles  such  as 
crutches,  elastic  knee  braces, 
bedboards,  bedpans,  medical  chairs, 
and  tongue  depressors,  as  ordinarily 
used. 

A  sponsor  of  a  nonsignificant  risk 
device  investigation  who  meets  the 
conditions  set  forth  in  S  812.2(b)(1)  is 
considered  to  have  an  approved 
exemption,  without  actually  having  to 
submit  an  application,  unless  notified 
under  §  812.^a)  (21  CFR  812.20(a))  that 
approval  of  an  application  is  required. 

Section  520(g)(2)(A)  of  the  act 
authorizes  FDA  to  establish  conditions 
for  the  granting  of  IDE's.  Section 
520(g)(2)(B)(i)  provides  that  one  of  the 
conditions  shall  be  “(a)  requirement  that 
an  application  be  submitted  to  the 


Secretary  before  an  exemption  may  be 
granted  and  that  the  application  be 
submitted  in  such  form  and  manner  as 
the  Secretary  shall  specify.” 

FDA  believes  that  the  provisions  in 
the  final  IDE  regulation  concening 
investigations  of  devices  that  do  not 
present  a  significant  risk  satisfy  this 
statutory  requirement  Under 
§  612.2(b)(l)(ii),  the  sponsor  must  obtain 
an  IRB’s  approval  of  an  investigation  of 
such  a  device.  Thus,  the  IRB  serves  as 
the  surrogate  for  the  Secretary  with 
respect  to  the  receipt  and  approval  of 
the  application.  The  IRB  functions  in  this 
capacity  under  regulations  issued  by 
FDA.  Moreover,  under  §  812.2(b)(l)(ii) 
the  sponsor  of  a  nonsignificant  risk 
device  investigation  is  required  to 
explain  why  the  device  is  not  a 
significant  risk  device,  both  in  its 
application  to  the  IRB  for  approval  and 
in  records  kept  for  FDA  inspections.  In 
addition,  the  sponsor  of  a  nonsignificant 
risk  device  investigation  is  required  to 
submit  to  FDA  reports  of  unanticipated 
adverse  effects,  withdrawals  of  IRB 
approval,  recall  requests,  failures  to 
obtain  informed  consent,  and,  upon 
request,  any  additional  material  that 
FDA  may  need  to  assure  the  protection 
of  the  public  health  and  safety  and 
compliance  with  the  act,  applicable 
regulations,  and  ethical  standards.  Thus 
the  sponsor’s  initial  decision  about  the 
level  of  risk  is  subject  to  review  in  all 
cases  by  the  IRB,  and  FDA  may  audit 
both  the  sponsor's  decision  and  the 
IRB’s  review.  In  §  812.20(a)(1),  FDA  has 
retained  the  option  of  requiring 
submission  and  FDA  approval  of  an  IDE 
application  for  a  nonsignificant  risk 
device  investigation.  Furthermore,  an 
IDE  for  a  nonsignificant  risk  device  may 
be  withdrawn  under  the  same 
procedures  that  apply  to  IDE’s  for 
significant  risk  devices. 

This  system  of  review  carries  out  the 
purpose  of  section  520(g)(2)(B)  in 
accordance  with  the  overriding 
congressional  policy  set  forth  in  section 
520(g)(1)  “to  encourage,  to  the  extent 
consistent  with  the  protection  of  the 
public  health  and  safety  and  with 
ethical  standards,  the  discovery  and 
development  of  useful  devices  intended 
for  human  use  and  to  that  end  to 
maintain  optimum  freedom  for  scientific 
investigators  in  their  pursuit  of  that 
purpose.”  The  regulation's  distinction 
between  significant  and  nonsignificant 
risk  devices  is  consistent  with  this 
policy  and  carries  out  the  policy  of 
Executive  Order  12044,  which  provides 
that  regulations  shall  not  impose 
unnecessary  burdens  on  the  economy  or 
private  organizations. 
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Mistakes  by  sponsors  in  applying  the 
distinction  are  likely  to  be  relatively 
rare.  Any  mistakes  should  be  detected 
by  the  IRB’s  that  are  required  to  review 
and  approve  device  investigations.  IRB’s 
are  likely  to  give  investigations  of 
nonsigniHcant  risk  devices  at  least  as 
much  attention  as  could  FDA  if  FDA 
were  to  require  that  applications  for 
IDE’s  for  nonsignificant  risk  devices  be 
submitted  to  it.  Whereas  FDA  would  be 
faced  with  numerous  applications,  each 
IRB  will  review  relatively  few.  To  help 
IRB’s  carry  out  their  responsibilities  for 
nonsigniHcant  risk  device  investigations, 
FDA  is  requiring  investigators  to  send 
reviewing  IRB’s  reports  of  unanticipated 
adverse  device  effects,  failures  to  obtain 
informed  consent,  and  other  information 
about  an  investigation  if  requested  by 
an  IRB.  Sponsors  must  report  to 
reviewing  IRB’s  concerning  evaluation 
of  unanticipated  adverse  effects, 
withdrawal  of  approval  by  another  IRB 
or  FDA,  progress  of  the  investigation, 
recall  requests,  and  other  information 
’  about  an  investigation  if  requested  by 
an  IRB,  as  well  as  final  report.  If  an  IRB 
determines  that  an  investigation 
involves  a  significant  risk  device,  the 
sponsor  must  report  this  determination 
to  FDA,  submit  an  IDE  application  to 
FDA,  and  not  begin  the  investigation 
except  as  provided  in  §  812.30. 

By  dispensing  with  the  sumbission  to 
FDA  of  applications  concerning 
nonsignificant  risk  devices,  the 
regulatory  system  will  avoid  an 
unnecessary  and  costly  paperwork 
burden  on  sponsors,  an  excessive 
processing  burden  on  FDA,  and  delays 
in  approval,  without  sacrificing 
protection  of  human  subjects.  FDA  has 
concluded  that  the  protection  of  human 
subjects  is  not  fostered  by  requiring  a 
sponsor  to  submit  an  application  to  FDA 
for  approval  before  commencing  an 
investigation  of  a  nonsignificant  risk 
device.  Protection  of  the  public  health 
and  safety  and  the  application  of 
community-based  ethical  standards  are 
adequately  assured  by  the  role  of  IRB’s 
in  reviewing  such  investigations. 

Moreover,  the  statutory  language  must 
be  interpreted  and  implemented  in  light 
of  common  sense  and  available 
resources.  Little  or  no  public  benefit 
would  result  fi:om  the  submission  to 
FDA  and  FDA  review  of  a  large  volume 
of  applications,  the  vast  majority  of 
which  could  not  possibly  present  and 
significant  risk  to  subjects.  Moreover, 
FDA  simply  does  not  have,  and  for  the 
foreseeable  future  is  not  likely  to  have, 
the  resources  that  would  be  needed  to 
conduct  detailed  reviews  of  all 
investigations  of  both  significant  and 
nonsignificant  risk  devices.  An 


investment  of  tax  dollars  and  Federal 
personnel  for  stringent  regulation  of 
nonsignificant  risk  device  investigations 
is  not  needed  to  achieve  the  objectives 
of  subject  protection,  and  this 
investment  would  be  wasteful.  An 
attempt  by  FDA  to  review  all  such 
investigations  would  dilute  the  quality 
of  the  review  of  investigations  of 
significant  risk  devices  and  would  divert 
resources  from  more  important  medical 
device  regulatory  activities.  ’The 
practical  result  would  be  both  to  reduce 
public  protection  and  to  delay  unduly 
the  development  of  useful  devices. 

Exempted  Investigations 

18.  Devices  described  in  §  812.2(c)  that 
are  not  subject  to  Part  812  are  still 
subject  to  other  regulatory  requirements 
of  the  act,  for  example,  those  concerning 
labeling,  premarket  approval  of  class  III 
devices,  and  the  good  manufacturing 
practice  regulation  in  Part  820  (21  CFR 
Part  820). 

19.  Several  comments  argued  that 
IDE’s  should  be  required  only  for 
investigations  of  class  III  devices. 

Under  §  812.2  of  the  final  regulation, 
IDE’s  will  generally  not  be  required  for 
devices  other  than  class  III  devices. 

20.  Several  comments  suggested 
making  the  regulation  applicable  only  to 
studies  initiated  after  the  effective  date 
of  the  regulation. 

FDA  rejects  these  comments.  FDA 
believes  that  exempting  all  ongoing 
investigations  would  not  provide 
adequate  protection  of  the  public  health 
and  safety  or  assurance  of  compliance 
with  ethical  standards.  Section 
812.2(b)(2)  exempts  only  those 
investigations  that  were  begun  before 
the  effective  date  and  that  are 
completed  on  or  before  1  year  after  the 
date  of  publication  of  the  regulation. 
Investigations  that  will  continue  for 
more  than  1  year  from  now  will  be 
continuing  for  a  substantial  period  after 
the  effective  date  and  should  be  subject 
to  these  regulations,  just  as  newly 
started  investigations  will  be.  FDA 
regards  present  investigations  that  will 
end  less  than  1  year  from  now  as  not 
continuing  for  a  substantial  period.  As 
to  these  investigations,  the  bmdens  of 
requiring  compliance  with  Part  812 
outweigh  the  benefits. ' 

Among  the  requirements  that  apply  to 
sponsors  of  present  investigations  that 
are  ongoing  after  1  year  is  the 
requirement  that  informed  consent  in 
accordance  with  Subpart  F  be  obtained 
from  all  subjects  still  participating  in  the 
study,  as  well  as  any  new  subjects. 

21.  Many  comments  suggested  that 
preamendments  devices,  that  is,  devices 
in  commercial  distribution  before  May 
28, 1976,  be  grandfathered  and  not 


subject  to  the  regulation  if  used  or 
ipvestigated  in  accordance  with  labeling 
in  hffect  at  that  time. 

FDA  agrees,  in  part,  with  these 
comments.  Accordingly,  §  812.2(c)(1)  (21 
CFR  812.2(c)(1))  now  provides  that  the 
IDE  regulation  does  not  apply  to  a 
device  in  commercial  distribution  before 
May  28, 1976,  if  used  or  investigated  in 
accordance  with  indications  in  the 
labeling  in  effect  at  that  time,  unless  the 
device  is  a  transitional  device  as 
defined  in  §  812.3(r)  (21  CFR  812.3(r)). 
Section  812.2(c)(2)  (21  CFR  812.2(c)(2)) 
contains  a  similar  provision  for 
postamendments  devices  other  than 
transitional  devices  that  are 
substantially  equivalent  to 
preamendments  devices  and  that  are 
used  or  investigated  in  accordance  with 
the  indications  in  the  labeling  FDA 
reviewed  in  determining  substantia] 
equivalence.  FDA  determines 
substantial  equivalence  when  it  reviews 
premarket  notification  submissions 
under  section  510(k)  of  the  act  and 
Subpart  E  of  Part  807  of  the  regulations 
(21  CFR  Part  807,  Subpart  E). 

However,  §  812.2(d)  provides  a  time 
limit  on  the  exemptions  in  §  812.2(c)  (1) 
and  (2).  A  class  III  device  exempted 
under  §  812.2(c)  (1)  or  (2)  is  subject  to 
the  IDE  regulation  after  FDA  calls  fur 
the  submission  of  an  application  for 
premarket  approval  by  regulation  under 
section  515(b)  of  the  act,  if  the  sponsor 
does  not  submit  an  application  or  if  FDA 
disapproves  an  application  that  the 
sponsor  submitted.  A  sponsor  of  such  a 
device  shall  obtain  an  approved  IDE  for 
further  testing  of  the  device  or  cease 
distribution  of  the  device.  Similarly,  the 
IDE  regulation  applies  to  a  class  II 
device  that  was  in  commercial 
distribution  with  the  same  labeling 
immediately  before  May  28, 1976,  or  to  a 
substantially  equivalent 
postamendments  device,  after  the  date 
stipulated  in  an  applicable  performance 
standard  that  the  device  does  not  meet. 

A  preamendments  device,  or  a 
postamendments,  substantially 
equivalent  device,  that  is  classified  into 
class  I  will  never  need  premarket 
approval  or  a  standard  or,  consequently, 
an  IDE. 

Because  of  §  812.2(c)  (1)  and  (2),  the 
IDE  regulation  will  apply  initially  only 
to  investigations  of  two  categories  of 
devices:  first,  new  devices  that  are  not 
substantially  equivalent  to 
preamendments  devices  and,  second, 
transitional  devices,  that  is,  devices  that 
FDA  considered  new  drugs  or  antibiotic 
drugs  before  the  amendments.  Sections 
513(f)  and  520(1)  of  the  act  classify  new 
devices  and  transitional  devices  into 
class  III,  and  section  501(f)(1)  (B)  and  (C) 
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deems  these  devices  adulterated  if  the 
sponsor  has  obtained  neither  premarket 
approval  under  section  515  of  the  act  nor 
an  approved  IDE. 

The  IDE  regulation  thus  will  not  apply 
to  any  preamendments  device  (or 
postamendments,  substantially 
equivalent  device)  other  than  a 
transitional  device  until  after  passage  of 
the  temporary  grace  period  from 
premarket  approval  that  section 
501(f)(2)(B)  grants  such  devices.  Under 
this  provision,  such  a  device  is  not 
required  to  have  premarket  approval 
under  section  515  until  the  later  of  the 
following  dates:  (1)  the  last  day  of  the 
30th  calendar  month  beginning  after  the 
month  in  which  the  classiHcation  into 
class  in  became  effective,  or  (2)  the  90th 
day  after  the  promulgation  of  a 
relation  under  section  515(b)  of  the  act 
calling  for  submission  of  premarket 
approval  applications  for  the  device. 
Section  501(f)(2)(B)  enables 
preamendments  devices  (or 
postamendments,  substantially 
equivalent  devices)  that  are  not 
transitional  devices  to  be  commercially 
distributed  Until  expiration  of  the  grace 
period  prescribed  therein. 

FDA  has  concluded  that  Congress 
intended  that  any  preamendments 
device  (and  any  postamentments, 
substantially  equivalent  device)  other 
than  a  transitional  device  be  exempt 
from  the  IDE  regulation  until  expiration 
of  the  temporary  grace  period  in  section 
501(f)(2)(B)  for  a  class  n  device,  or  until 
the  effective  date  of  an  applicable 
standard  for  a  class  II  device.  This 
conclusion  is  based  on  several 
provisions  of  the  act,  discussed  below. 
(The  discussion  in  the  remainder  of  this 
numbered  paragraph  does  not  apply  to 
transitional  devices.) 

There  is  no  statutory  duty  to  obtain  an 
IDE  unless  use  of  a  device  for 
investigational  purposes  would  violate 
an  otherwise  applicable  section  of  the 
act  listed  in  section  520(g)(2)(A),  that  is, 
section  502,  510,  514,  515,  516,  519,  520  (e) 
or  (f),  or  706  (21  U.S.C.  352,  360,  360d, 

360e,  360f,  360i,  360],  or  376).^  If  a  sponsor 
may  lawfully  distribute  a  device  for 
commercial  purposes  without  violating 
one  or  more  of  these  sections,  the 
sponsor  should  not  have  to  obtain  an 
IDE  to  distribute  the  device  lawfully  for 
investigational  purposes.  FDA  interprets 
the  act  to  mean  that  the  sponsor  of  a 
preamendments  class  III  device  (or 
postamendments,  substantially 
equivalent  device)  with  the  labeling  then 
in  effect  (or  the  labeling  that  was 
reviewed  by  FDA  in  determining 
substantial  equivalence)  does  not  need 
an  IDE  to  continue  shipping  the  device 
until  after  expiration  of  the  grace  period 


from  premarket  approval  of  30  months 
or  longer.  Similarly,  the  sponsor  of  a 
class  II  device  of  a  type  marketed  before 
the  amendments  with  the  same  or 
equivalent  labeling  does  not  need  an 
IDE  until  an  applicable  performance 
standard  that  the  device  does  not  meet 
becomes  effective. 

The  original  IDE  proposal  and 
reproposal  would  have  applied  to 
investigations  of  preamendments 
devices  and  postamendments, 
substantially  equivalent  devices,  on  the 
theory  that  a  device  would  not  be  the 
subject  of  an  investigation  unless  it 
needed  an  exemption  from  one  of  the 
provisions  of  the  act  listed  in  section 
520(g)(2)(A),  usually  from  the 
misbran^ng  provisions  in  section  502. 
FDA  has  concluded  that  this  theory  does 
not  support  application  of  the  IDE 
regulation  to  a  preamendments  device 
during  the  statutory  grace  period  if  that 
device  is  being  used  or  investigated 
under  the  labeling  used  immechately 
before  the  amendments.  Nor  does  the 
theory  support  application  of  the 
regulation  to  a  postamendments  device 
that  FDA  has  determined  to  be 
substantially  equivalent  to  a  device  in 
commercial  distribution  immediately 
before  the  amendments  and  that  is  used 
or  investigated  in  accordance  with  the 
indications  in  the  labeling  FDA 
reviewed  in  determining  substantial 
equivalence. 

Supporting  FDA’s  conclusion  that, 
during  the  grace  period  from  the 
requirement  of  premarket  approval. 
Congress  did  not  intend  to  require 
investigations  of  preamendments  class 
III  devices  (or  postamendments, 
substantially  equivalent  devices)  to  be 
subject  to  the  IDE  regulation  is  the 
absence  of  a  provision  in  section  501  of 
the  act,  the  adultefation  provisions, 
addressing  the  legality  of  these 
investigations  before  the  effective  date 
of  the  IDE  regulation. 

As  explained  above,  it  is  a  premise  of 
the  IDE  provisions  in  section  520(g)  of 
the  act  that  an  IDE  is  required  oiUy  if 
use  of  a  device  for  investigational 
purposes  would  violate  an  otherwise 
applicable  provision  of  the  act  listed  in 
that  section.  If  the  investigational  use  of 
preamendments  class  HI  devices  (or 
postamendments,  substantially 
equivalent  devices)  were  intended  to  be 
subject  to  section  520(g),  then  any 
investigational  use  of  these  devices 
before  the  effective  date  of  the  IDE 
regulation  would  be  illegal,  absent  a 
special  statutory  exemption.  Congress 
knew  that  sponsors  of  these  devices 
would  need  to  conduct  studies  during 
the  time  preceding  the  imposition  of 
premarket  approval  requirements  for 


their  devices:  indeed,  the  very  purpose 
of  the  statutory  grace  period  was  to 
allow  sponsors  to  develop  the  data  and 
conduct  the  studies  needed  to  support 
approval.  See  RR.  Rep.  Na  95-853, 94th 
Cong.,  2d  Sess.  42  (1976).  Congress  also 
knew  that  FDA  had  begun  preliminary 
device  classihcation  efforts  before 
enactment  of  the  aniendments.  Id.  at  11, 
39;  S.  Rep.  No.  94-33,  94th  Cong.,  1st 
Sess.  10-11.  These  efforts  included 
identification  of  devices  that  would 
likely  be  classiffed  into  class  III,  the 
premarket  approval  category,  often 
because  of  the  lack  of  adequate  testing. 
It  is  improbable  that  Congress  meant  for 
sponsors  to  await  the  effective  date  of 
the  IDE  regulation  before  beginning 
investigations  of  devices  that  likely 
would  be  classified  into  class  Iff. 

In  sum.  Congress  surely  would  have 
written  the  amendments  so  as  to  allow 
investigations  of  preamendments 
devices  or  their  postamendments 
equivalents  to  continue,  or  to  be 
initiated,  during  the  period  between  the 
enactment  date  of  the  amendments  and 
the  effective  date  of  the  IDE  regulation  If 
it  was  intended  that  these  investigations 
would  eventually  be  subject  to  the  IDE 
regulation,  there  would  have  been  a 
provision  for  their  temporary 
dispensation  from  illegality  until  the 
effective  date  of  the  regulation.  Such  a 
provision  was  included  to  permit 
investigations  of  postenactment,  not 
substantially  equivalent  devices:  section 
501(f)(2)(A)  allows  these  devices  to  be 
distributed  solely  for  investigational  use 
until  90  days  after  the  promulgation  of 
the  IDE  regulation. 

Yet  Congress  did  not  include  a 
provision  for  investigations  of 
preamendments  devices  or 
postamendments,  substantially 
equivalent  devices  before  the  effective 
date  of  the  IDE  regulation.  The  absence 
of  such  a  provision,  considered  in  light 
of  the  expectation  expressed  in  the 
House  committee  report  that  such 
investigations  would  occur,  supports 
FDA’s  conclusion  that  Congress  did  not 
intend  for  investigations  of 
preamendments  devices  or  their 
postamendments  equivalents  to  be 
subject  to  the  IDE  regulation  during  the 
statutory  grace  period  from  the 
requirement  of  premarket  approval. 

The  provision  for  commercial 
distribution  of  preamendments  class  III 
devices  (and  postamendments, 
substantially  equivalent  devices)  during 
a  SO-month  or  longer  grace  period  also 
supports  the  position  that  investigations 
of  these  devices  during  this  period  were 
not  intended  to  be  subject  to  the  IDE 
regulation.  It  would  be  anomalous  to 
interpret  one  provision  of  the  act 
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(section  520(g])  as  requiring  strict 
safeguards  for  investigations  of  these 
devices  when  another  provision  of  the 
same  statute  (section  501(f)(2)(B)) 
clearly  allows  the  same  device  to  be 
distributed  commercially  during  the 
grace  period  with  preamendments 
indications  in  the  labeling,  subject  only 
to  the  general  controls  of  the  act. 
Commercial  distribution  of  the  device 
would  generally  expose  many  more 
patients  to  a  device,  and  to  its  potential 
risks,  than  would  its  distribution  for 
investigational  use.  Furthermore,  a 
sponsor  of  a  preamendments  device  (or 
a  postamendments,  substantially 
equivalent  device)  that  may  law^Ily  be 
commercially  distributed  should  comply 
with  the  general  controls  provisions  of 
the  act,  including  the  provisions  from 
which  an  IDE  would  grant  an  exception, 
when  distributing  the  device  for 
investigational  use.  Finally,  FDA  would 
encounter  enforcement  difficulties  in 
applying  the  usual  prohibition  against 
commercialization  of  an  investigational 
article  to  a  device  that  is  simultaneously 
being  investigated  and  lawfully 
marketed. 

The  IDE  regulation  generally  applies, 
however,  if  a  sponsor  of  a 
preamendments  device  (or  a 
postamendments,  substantially 
equivalent  device)  seeks  to  test  the 
safety  and  effectiveness  of  the  device 
for  a  new  use,  that  is,  an  indication  not 
contained  in  the  labeling  immediately 
before  May  28, 1976,  or  not  reviewed  by 
FDA  in  making  its  substantial 
equivalence  determination  under  section 
510(k)  of  the  act.  In  such  a  case,  the 
sponsor  must  have  an  IDE  under 
§  812.2(b)(1),  for  a  nonsignihcant  risk 
device,  or  under  $  812.30,  for  a 
signiHcant  risk  device.  If  the  device  that 
the  sponsor  wants  to  test  for  a  new  use 
is  a  diagnostic  device,  the  investigation 
may  be  exempt  from  the  IDE  regulation 
under  §  812.2(c)(3)  and  subject  only  to 
§  80g.l0(c). 

22.  Comments  on  the  reproposal 
argued  that  the  exemption  for  diagnostic 
devices  should  be  extended  to  devices 
that  do  not  introduce  potentially  harmful 
amounts  of  energy  into  the  body. 

FDA  rejects  these  comments  because 
often  there  is  no  way  to  specify  an 
acceptable  or  safe  amount  of  energy. 
Investigations  of  diagnostic  devices 
meeting  the  conditions  set  forth  in 
§  812.2(c)(3)  of  the  Bnal  regulation  are 
not  required  to  be  subject  to  the  IDE 
regulation.  Such  investigations  either  do 
not  truly  involve  human  subjects  or 
present  risks  so  small  as  to  be 
negligible,  or  present  no  risk  at  all. 
Consequently,  the  pqlicy  set  forth  in 
section  520(g)(1)  of  the  act  does  not 


require  regulation  of  investigations  of 
such  devices.  Even  investigational 
diagnostic  products  for  life-threatening 
conditions  would,  if  they  meet  the 
conditions  of  S  812.2(c)(3),  not  present 
signiHcant  risk.  Investigations  of 
diagnostic  products  for  life-threatening 
conditions  would,  however,  present  risk 
and  be  subject  to  the  regulation  if  the 
conditions  of  §  812.2(c)(3)  are  not 
satisfied;  for  example,  if  a  diagnostic 
product  were  used  as  the  basis  for 
diagnosis  without  confirmation.  For 
example,  investigations  of  the  alpha 
fetoprotein  test  for  prenatal  diagnosis  of 
neural  tube  defects  using  maternal  sera 
or  amniotic  fluid  will  be  subject  to  the 
IDE  regulation  and  regarded  as 
investigations  of  a  significant  risk 
device. 

Devices  that  are  designed  to  emit 
energy  are  subject  to  this  regulation 
because  FDA  has  determined  that  there 
is  no  way  to  specify  an  acceptable  or 
safe  limit  of  energy.  However,  devices 
such  as  investigational 
electrocardiographs  and 
electroencephalographs  that  are  not 
intended  to  introduce  energy  into  the 
body  but  do  so  only  from  leakage  are 
not  subject  to  the  ^al  IDE  regulation  if 
the  sponsor  meets  the  other  conditions 
of  §  812.2(c)(3). 

23.  One  comment  argued  that  the 
reproposal  exempted  investigational 
electrocardiographs  and 
electroencephalographs  fit)m  IDE 
control.  The  comment  expressed  the 
view  that  such  devices  are  “life¬ 
supporting”  or  “life-sustaining”  and  that 
the  testing  of  such  devices  should  not 
escape  FDA  and  IRB  scrutiny. 

FDA  rejects  this  comment.  For  the 
reasons  set  forth  in  the  preceding 
paragraph,  FDA  believes  that 
investigations  of  devices  that  meet  the 
conditions  of  §  812.2(c)(3)  should  not  be 
subject  to  the  regulation.  These 
investigations  do  not  present  a 
significant  risk  to  the  health,  safety,  or 
welfare  of  a  subject  when  the  results  are 
confirmed  by  another,  medically 
established  product  or  procedure. 

24.  Comments  argued  that  the 
exemption  for  diagnostic  devices  in  the 
reproposal  should  be  expanded  to 
encompass  both  use  of  surplus  samples 
that  remain  from  previously  obtained 
samples  and  low-risk  venipuncture. 

FDA  agrees  with  the  comments.  FDA 
believes  that  an  investigation  of  an  in 
vitro  diagnostic  device  should  not  be 
subject  to  the  IDE  regulation  if  the  test 
uses  a  previously  obtained  surplus 
sample  that  was  taken  for 
noninvestigational  purposes  and  if  the 
results  are  not  used  for  diagnosis 
without  confirmation.  If  these  conditions 
are  met,  it  does  not  matter  whether  the 


sample  was  taken  by  simple 
venipuncture  or  another  method,  for 
example,  a  spinal  tap.  In  either  case,  no 
IDE  is  required.  There  is  no  reason  to 
waste  surplus  samples  or  to  expose 
subjects  to  the  added  risks  of  obtaining 
new  samples  when  surplus  samples  are 
available. 

FDA  also  believes  that  sampling 
procedures  for  experimental  tests  and  • 
procedures  employing  simple 
venipuncture  should  not  be  subject  to 
IDE  control.  This  procedure  is  routine  in 
nature,  and  the  risk  involved  is 
negligible.  FDA  has  included  provisions 
in  the  definition  of  “moninvasive”  in 
§  812.3(k)  that  implement  the  policy 
described  in  this  paragraph. 

25.  Several  comments  suggested 
amending  the  reproposal  to  exclude 
from  the  IDE  regulation’s  applicability 
the  testing  of  a  combination  of  more 
than  two  lawfully  marketed  devices,  if 
no  safety  or  effectiveness  testing  is 
involved. 

FDA  agrees  with  these  comments. 
Section  812.2(c)(4)  of  the  final  regulation 
permits  testing,  without  IDE  controls,  of 
a  combination  of  two  or  more  lawfully 
marketed  devices,  if  the  testing  is  not  for 
the  purpose  of  determining  safety  or 
effectiveness. 

26.  Section  812.2(c)(6)  provides  that  a 
device  shipped  solely  for  research  on  or 
with  laboratory  animals  is  not  subject  to 
this  regulation  if  labeled  in  accordance 
with  §  812.5(c)  (21  CFR  812.5(c)).  No 
purpose  of  section  520(g)  of  the  act 
would  be  served  by  subjecting  such  a 
device  to  other  requirements  of  the 
regulations.  Some  nonclinical 
investigations  of  devices  are,  however, 
subject  to  the  good  laboratory  practices 
regulation  in  Part  58  (21  CFR  Part  58). 
Section  812.5(c)  enumerates 
requirements  that  previously  were 
proposed  under  Subpart  H — ^Tests  That 
Do  Not  Involve  Human  Subjects,  and  it 
condenses  these  requirements  into  a 
single  paragraph. 

27.  Section  812.2(c)(7)  provides  that  a 
“custom  device”  as  defined  in  §  812.3(b) 
is  not  subject  to  the  IDE  regiilation 
imless  the  device  is  being  used  to 
determine  safety  and  effectiveness  for 
commercial  distribution.  Section  520(b) 
of  the  act  exempts  custom  devices  from 
the  requirements  of  section  514 
(performance  standards)  and  section  515 
(premarket  approval).  An  FDA 
regulation  (21  CFR  807.56(a))  exempts 
custom  devices  from  premarket 
notification  under  section  510(k)  of  the 
act.  Because  it  is  not  subject  to  these 
requirements,  a  custom  device  as 
defined  in  §  812.3(b)  does  not  need  an 
exemption  from  these  requirements  to 
be  shipped  or  used.  If,  however,  a 
custom  device  is  used  by  a  practitioner 


Federal  Register  /  Vol.  45,  No.  13  /  Friday,  January  18,  1980  /  Rules  and  Regulations 


3739 


to  conduct  what  amounts  to  a  clinical 
investigation  to  determine  safety  or 
effectiveness  of  a  device  for  commercial 
distribution,  an  IDE  is  required. 
Furthermore,  custom  devices  are  subject 
to  other  provisions  of  the  act,  except 
sections  510(k),  514  and  515,  and  are 
thus  subject  to  FDA  regulatory  action  in 
the  event  of  a  violation. 

28.  Numerous  comments  were 
received  on  reproposed  §  812.2(d) 
concerning  custom  devices.  One 
comment  argued  that  a  provision  stating 
that  FDA  has  discretion  to  determine 
whether  the  specific  use  of  a  custom 
device  is  subject  to  the  IDE  regulation 
exceeds  FDA’s  statutory  authority. 

FDA  rejects  the  conunents.  FDA  has 
authority  to  determine  that  a  custom 
device  is  not  exempt  fix»m  the  regulation 
if  the  device’s  special  regulatory  status 
is  being  abused,  for  example,  when  a 
device  that  purportedly  is  a  custom 
device  is  in  fact  being  used  for 
investigational  purposes.  Under 
§  812.2(c)(7]  FDA  retains  the  discretion 
to  determine  whether  the  use  of  a 
custom  device  is  an  investigation  of 
safety  or  effectiveness  for  commercial 
distribution  and  is  subject  to  regulation 
under  Part  812.  FDA  believes  that  this 
provision  is  consistent  with  the 
congressional  intent,  expressed  in 
section  520(g)(3)  that  FDA  regulate 
“testing  involving  human  subjects.’’  See 
also  H.R.  Rep.  No.  94-853,  94th  Cong.,  2d 
Sess.  (1976).  The  report  states  at  p.  45 
that  “[custom]  devices  are  not  exempt 
fi'om  otherwise  applicable  provisions  of 
the  proposed  legislation,  such  as 
provisions  with  respect  to 
investigational  use  *  *  *.’’ 

29.  Another  comment  argued  that  FDA 
does  not  have  authority  to  exclude 
custom  devices  from  the  IDE  regulation. 
The  comment  argued  that  the  omission 
from  section  520(b)  of  the  act  of  any 
reference  to  section  520(g)  is  a  clear  sign 
that  FDA  has  no  authority  to  treat 
custom  devices  as  it  proposed  to  do 
under  the  reproposal.  The  comment  also 
argued  that  section  520(g)  itself  requires 
that  custom  devices  be  subject  to  ^e 
IDE  regulation. 

FDA  rejects  the  comment.  The  agency 
interpreted  section  520  (b)  and  (g)  of  the 
act  and  the  legislative  history  quoted  in 
paragraph  27  above.  Although  it  is  true 
that  section  520(b)  of  the  act  does  not 
include  investigational  device  controls 
under  section  520(g)  of  the  act  as  one  of 
the  enumerated  provisions  fi'om  which 
custom  devices  are  exempted,  it  is  also 
true  that  section  520(g)  only  applies  to  a 
device  that  needs  to  have  an  exemption 
from  one  of  the  enumerated 
requirements  in  order  to  be  lawfully 
shipped  or  used.  Critical  among  the 
enumerated  requirements  from  which 


investigational  devices  are  exempt  are 
sections  514  and  515  of  the  act 
concerning  performance  standards  and 
premarket  approval.  Because  section 
520(b)  already  exempts  custom  devices 
fi'om  these  two  sections,  there  is  no  need 
for  custom  devices  to  be  subject  to 
approved  IDE’s  unless  their  safety  or 
effectiveness  is  being  investigated  for 
commercial  distribution.  Custom  devices 
are,  however,  subject  to  the  remaining 
requirements  enumerated  in  section 
520(g)  fiom  which  investigational 
devices  are  exempt,  as  well  as  other 
device  provisions  of  the  act. 

The  sentence  in  the  House  Committee 
Report  quoted  in  paragraph  28  above 
means  that  an  investigation  of  a  custom 
device  to  determine  its  safety  and 
effectiveness  for  commercial 
distribution  is  subject  to  the  IDE 
regulation.  If  a  custom  device  is  used  for 
a  Aerapeutic  purpose  for  an  individual 
patient,  however,  and  not  for  the 
purpose  of  determining  safety  or 
effectiveness  for  commercial 
distribution,  the  evident  congressional 
purpose  reflected  in  section  520(b)  of  the 
act  warrants  that  it  not  be  subject  to  the 
IDE  regulation. 

30.  The  same  comment  argued  that 
section  519  of  the  act  with  respect  to 
records  and  reports  on  devices  also 
requires  that  custom  devices  be  subject 
to  the  regulation. 

FDA  rejects  the  comment.  Nothing  in 
section  519  requires  that  the  IDE 
regulation  apply  to  use  of  a  custom 
device  that  does  not  involve 
determination  of  safety  or  effectiveness 
for  commercial  distribution.  Records 
and  reports  requirements  for 
investigational  devices  are  imposed 
imder  authority  of  section  520(g)(2)(B) 

(ii)  and  (iii),  not  under  authority  of 
section  519  of  the  act.  It  is  clear  both 
fiom  section  519(b)(2)  and  fiom  section 
520(g)(2)(A)  that  the  two  authorities  for 
records  and  reports  requirements  are 
intended  to  be  mutually  exclusive. 

31.  A  comment  asked  who  determines 
that  a  custom  device  is  exempt  fiom  the 
regulation. 

This  determination  is  made  initially 
by  the  physician  or  dentist,  but  may  be 
overruled  by  a  manufacturer  requested 
to  provide  a  custom  device,  an  IRB  that, 
under  institutional  policies,  reviews  use 
of  custom  devices  at  the  institution 
notwithstanding  their  exemption  fiom 
the  IDE  regulation,  or  by  FDA  upon 
determining  whether  a  custom  device  is 
being  used  to  determine  safety  or 
effectiveness  for  commercial 
distribution. 

32.  A  comment  asked  whether 
components  of  custom  devices  are 
subject  to  the  IDE  regulation. 


Components  of  a  custom  device  are 
not  subject  to  Part  812  if  they  are 
“integrated”  into  the  custom  device,  that 
is,  they  are  being  used  as  parts  of  the 
custom  device  and  not  as  separate  and 
independent  devices.  If  components  of  a 
custom  device  are  used  as  separate  and 
independent  devices,  the  applicability  to 
them  of  the  IDE  regulation  is  to  be 
determined  under  other  provisions  of 
S  812.2. 

33.  A  comment  argued  that  FDA’s 
exempting  custom  devices  sanctions 
engineering  judgments  by  health 
professionals. 

FDA  acknowledges  that  in  certain 
instances  the  customizing  of  a  marketed 
device  or  design  of  a  custom  device  by  a 
health  professional  does  involve 
engineering  judgments.  FDA  believes 
that  section  520(b)  of  the  act  reflects  a 
congressional  intent  to  permit  health  ^ 
professionals  to  make  such  judgments  in 
the  course  of  their  professional 
practices,  so  long  as  they  do  not  conduct 
investigations  of  safety  or  effectiveness 
for  commercial  distribution. 

Effect  on  Intraocular  Lens  (lOL) 
Investigations 

34. ‘The  preamble  to  FDA’s  regulations 
on  lOL  investigational  device 
exemptions,  published  in  the  Federal 
Register  of  November  11, 1977  (42  FR 
58876)  and  codified  in  Part  813  of  the 
regulations,  stated  that  Part  813  would 
be  repealed  when  the  IDE  regulation  is 
made  final.  Owing  to  the  delay  in 
development  of  the  final  IDE  regulation 
and  the  advanced  state  of  lOL 
investigations  imder  Part  813,  FDA  has 
concluded  that  repeal  of  Part  813  is  not 
warranted.  Sponsors,  investigators, 

IRB’s,  and  FDA  are  thoroughly  familiar 
with  Part  813.  A  change  in  ground  rules 
at  this  stage  would  serve  no  useful 
purpose.  Moreover,  subjecting  lOL 
investigations  to  new  Part  812  rather 
than  to  Part  813  would  not  afford  greater 
subject  protection  than  now  exists  and 
could  disrupt  ongoing  investigations.  For 
these  reasons,  S  812.2(c)(8)  provides  that 
Part  812  will  not  apply  to  ongoing  or 
newly  started  lOL  investigations. 

Effect  on  Investigations  Under  IND’s 

35.  On  its  own  initiative,  FDA  has 
added  §  812.2(e),  which  discusses  the 
effect  of  the  IDE  regulation  on  sponsors 
having  effective  IND’s  under  Part  312  for 
investigations  of  devices  that  FDA 
previously  considered  drugs  on  the 
effective  date  of  the  IDE  regulation. 
Section  812.2(e)  requires  such  a  sponsor 
to  continue  to  comply  with  the 
requirements  of  Part  312  until  90  days 
after  the  effective  date.  To  initiate  or 
continue  an  investigation  after  this  90- 
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day  period,  a  sponsor  must  have  an 
approved  IDE. 

A  sponsor  who  has  an  effective  IND 
for  an  investigation  of  a  device  and 
wishes  to  obtain  an  IDE  to  continue  that 
investigation  after  the  90-day  period 
should  inform  the  Bureau  of  Medical 
Devices,  FDA,  by  letter  of  the  IND 
number  and  the  phases  of  the 
investigation  that  have  been  completed 
(Phases  I,  II,  or  III).  Such  letters  should 
be  submitted  as  soon  as  possible  to 
avoid  disruption  of  ongoing  studies.  The 
Bureau  will  inform  the  sponsor  whether 
the  investigation  may  continue  and  what 
conditions  will  apply.  For  example,  if 
FDA  determines  that  the  protocol  and 
other  procedures  being  followed  under 
Part  312  satisfy  the  requirements  of  Part 
812,  FDA  may  consider  the  investigation 
to  have  an  approved  IDE  and  may  allow 
it  to  continue  without  changes. 

Sponsors  of  investigational 
transitional  devices  subject  to  Part  812 
that  do  not  have  an  effective  IND  before 
the  effective  date  of  this  regulation  will 
have  to  obtain  an  IDE.  (See  S  812.3(r]  of 
the  regulation  for  a  definition  of 
"transitional  device.”) 

Investigations  of  transitional  devices 
that  are  signiffcant  risk  devices  are 
subject  to  all  requirements  of  Part  812. 
Investigations  of  transitional  devices 
.  that  are  not  signiHcant  risk  devices  must 
comply  only  with  $  812.2(b](l]  unless 
FDA  i^orms  the  sponsor  under 
§  812.20(a]  that  submission  of  an 
application  is  necessary. 

36.  Numerous  comments  were 
received  on  the  definitions  in  the 
reproposal.  Many  comments  stated  that 
certain  definitions  lacked  clarity  and 
were  not  helpful.  Some  comments 
submitted  alternative  definitions  that 
would  have  changed  the  effect  of  the 
applicability  section.  The  latter 
comments  have  been  discussed 
elsewhere  in  this  preamble. 

As  indicated  below,  FDA  has 
responded  to  many  of  these  comments. 
FDA  on  its  own  initiative  has  deleted 
the  definitions  of  "investigational  plan” 
and  "institutionalized  subject”  because 
they  are  unnecessary. 

37.  FDA  on  its  own  initiative  has 
redeHned  "custom  device”  in  §  812.3(b}. 
The  term  "physician  or  dentist"  has 
been  substituted  for  the  term  "health 
professional"  to  be  consistent  with 
section  520(b)  of  the  act  Although 
section  520(b)  authorizes  FDA,  after 
opportunity  for  an  oral  hearing,  to  issue 
regulations  allowing  specially  qualihed 
individuals  other  than  physicians  or 
dentists  to  obtain  and  use  custom 
devices,  no  such  regulations  have  been 
issued.  Thus,  at  this  time,  only 
physicians  and  dentists  qualify  for  the 


custom  device  exemption  in  the  act  and 
the  IDE  regulation. 

38.  One  comment  argued  that  FDA’s 
definition  of  "custom  device”  went 
beyond  the  statutory  intent,  and  that  the 
examples  given  were  not  well  thought 
out  and  should  be  deleted. 

FDA  agrees  that  the  deffnition  of 
"custom  device”  should  more  closely 
follow  the  statute.  FDA  has  deleted  the 
requirement  that  if  a  custom  device  is  an 
implant  it  must  be  made  of  "safe  and 
suitable”  materials,  in  response  to 
comment  that  this  provision  was  vague 
and  imworkable.  FT)A  believes  that  the 
examples  of  custom  devices  discussed 
in  the  reproposal,  however,  still  provide 
useful  guidance  on  FDA’s  interpretation 
of  the  effect  of  the  act  on  custom 
devices. 

39.  Some  comments  suggested 
including  psychologists  or 
microbiologists  as  individuals  who 
couid  order  custom  devices.  Other 
comments  sought  to  retain  the  term 
"health  professional”  but  to  expand  its 
scope  beyond  physicians  and  dentists. 

FDA  rejects  these  comments  because 
there  currently  are  in  effect  no 
regulations  imder  section  520(b)  of  the 
act  concerning  the  use  of  custom  devices 
by  individuals  other  than  physicians  and 
dentists.  A  proceeding  for  the  issuance 
of  such  a  regulation  may  be  initiated  by 
a  citizen  petition  filed  under  §  10.30  (21 
CFR  10.30)  or  by  FDA  on  its  own 
initiative. 

40.  On  its  own  initiative,  FDA  has 
added  a  deffnition  of  "implant.”  The 
deffnition  is  consistent  with  the 
deffnition  in  FDA’s  classiffcation 
regulation  at  §  860.3(d)  (21  CFR  860.3(d)). 
Section  812.3(d)  defines  “implant”  as  a 
deAdce  that  is  placed  into  a  surgically  or 
naturally  formed  cavity  of  the  human 
body  if  it  is  intended  to  remain  there  for 
a  period  of  30  days  or  more.  FDA 
reserves  the  right  to  determine  that 
implants  placed  in  patients  for  shorter 
periods  are  also  “implants”  for  purposes 
of  Part  812. 

41.  One  comment  suggested  that  the 
deffnition  of  “institution”  in  reproposed 
§  812.3(b)  (now  §  812.3(e))  be  modified 
to  include  a  clinic  or  practitioner’s  office 
in  order  to  permit  clinical  investigations 
to  be  carried  on  by  sole  practitioners. 

FDA  disagrees  with  the  comment. 
Including  a  clinic  or  practitioner's  office 
within  the  deffnition  does  not  reflect 
accmately  the  common  or  ordinary 
meaning  of  the  term.  However, 
excluding  clinics  and  practitioners’ 
offices  from  the  deffnition  does  not,  in 
most  cases,  preclude  sole  practitioners 
from  being  investigators.  If  an 
investigator’s  work  cannot  be  reviewed 
by  a  duly  constituted  IRB,  for  example 
an  IRB  at  an  institution  in  the  same 


locality,  the  sponsor  is  required  to 
submit  the  application,  investigational 
plan,  and  report  of  prior  investigations 
directly  to  FDA  in  accordance  with 
section  520(g)(3)(A)(ii)  of  the  act.  In 
some  cases,  however  FDA  may  believe 
that  review  by  a  local  IRB  is  critical  to 
the  protection  of  the  rights,  safety,  and 
welfare  of  subjects  and  will  refuse  to 
authorize  conduct  of  an  investigation 
without  IRB  review. 

42.  One  comment  argued  that 
"institution”  should  not  include  a 
manufacturer  because  a  manufactmer 
should  not  be  required  to  create  an  in- 
house  IRB. 

FDA  disagrees.  A  manufactmer  must 
be  subject  to  the  requirements  of 
institutional  review  if  an  investigation  is 
carried  out  on  the  manufacturer’s 
premises,  for  example,  using  employees 
as  subjects  of  the  investigation. 
Employees  are  entitled  to  the  same 
protections,  including  ERB  review,  as 
other  subjects. 

43.  FDA  has  shortened  and  modified 
the  deffnition  of  “investigational  device” 
in  §  812.3(g).  The  term  includes 
transitional  devices  as  defined  in  ne. 

§  812.3(r). 

44.  A  comment  suggested  that  FDA 
permit  qualified  medical  personnel  to 
administer  or  dispense  the  device  in  the 
absence  of,  but  under  the  direction  of, 
the  primary  investigator. 

FDA  does  not  believe  the  deffnition  of 
"investigator”  prohibits  this  practice.  No 
change  has  been  made  in  the  definition. 

45.  The  term  “noninvasive”  as  defined 
in  §  812.3(k)  includes  devices  that 
penetrate  or  pierce  the  nose,  ear,  or  eye. 
The  definition  has  been  clarified  to 
mean  intentional  penetration  or 
piercing.  If  misused,  virtually  any  device 
might  penetrate  or  pierce  the  body.  Only 
those  devices  deliberately  designed  or 
intentionally  used  to  penetrate  or  pierce 
are  considered  invasive. 

46.  Comments  objected  to  the 
reproposed  definitions  of  "substantial 
risk,”  “low  risk,”  “vital  device,”  and 
“nonvital  device.”  Some  comments 
argued  that  the  definitions  were  too 
subjective  and  obscured  the  issue  of 
risk. 

FDA  agrees  with  the  comments  and 
has  replaced  the  categories  used  in  the 
reproposal  in  favor  of  a  simpler 
distinction  between  “significant  risk 
devices”  and  devices  that  are  not 
significant  risk  devices  ("nonsignificant 
risk  devices”).  , 

Under  the  definition  of  "significant 
risk  device”  in  §  812.3(m),  most  but  not 
all  implants  would  be  treated  as 
significant  risk  devices.  However, 
certain  implants,  such  as  many  dental 
amalgams,  would  not  be  significant  risk 
devices  because  they  would  not  present 
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a  serious  risk  to  the  health,  safety,  or 
welfare  of  a  subject.  On  the  other  hand, 
sponsors  of  clinical  investigations 
involving  investigational  contraceptive 
devices,  for  example,  diaphragms,  must 
submit  an  IDE  application.  Although 
many  of  these  devices  are  not  implants, 
FDA  has  determined  that  investigational 
contraceptive  devices  are  for  a  use  of 
substantial  importance  in  preventing 
impairment  of  human  health  and  present 
a  potential  for  serious  risk  to  the  health, 
safety,  or  welfare  of  a  subject  in  the 
event  of  an  unplanned  pregnancy. 

Sponsors  are  encouraged  to  contact 
FDA  informally  for  guidance  on  whether 
an  IDE  application  is  required  for  the 
investigation  of  a  specific  device. 

47.  Several  definitions  in  §  812.3,  for 
example  the  definition  of  “subject”  in 
§  812.3(p],  differ  slightly  fi'om 
definitions  found  in  proposed  FDA 
bioresearch  monitoring  regulations.  No 
differences  in  meaning  are  intended,  and 
the  minor  wording  differences  will  be 
eliminated  when  the  agency  publishes 
the  other  regulations. 

48.  FDA,  on  its  own  initiative,  has 
added  a  definition  of  “termination”  in 
§  812.3(q).  The  term  includes  all 
conditions  imder  which,  and  reasons  for 
which,  a  sponsor  would  stop  a  clinical 
investigation  before  its  completion. 

49.  FDA,  on  its  own  initiative,  has 
added  a  definition  of  “transitional 
device”  in  §  812.3(r).  It  replaces  the  term 
“transitional  period,”  which  appeared  in 
the  reproposal  at  §  812.3(p). 

50.  FDA  has  added  a  definition  of 
“unanticipated  adverse  device  effect,” 
in  S  812.3(s).  The  term  has  the  same 
meaning  as  “serious  adverse  effect,” 
which  appeared  in  reproposed 

§  812.46(c)(1)  (21  CFR  812.46(c)(1)). 

Labeling  of  Investigational  Devices 

51.  Comments  on  reproposed  S  812.5 
argued  that  the  labeling  requirements  of 
this  section  duplicated  those  in 
proposed  Subpart  H. 

FDA  agrees  with  these  comments  and 
has  deleted  Subpart  H  from  the  final 
regulation.  For  ease  of  reference, 
labeling  requirements  have  been 
consolidated  in  S  812.5. 

52.  Comments  questioned  whether 
compliance  with  $  812.5  would  relieve  a 
sponsor  firom  an  obligation  to  comply 
with  §  809.10(c),  which  requires  special 
labeling  for  investigational  in  vitro 
diagnostic  devices,  and  notifications  to 
FDA  of  shipment  of  such  devices.  ^ 

FDA  has  concluded  that  the  sponsor 
of  an  investigation  of  a  diagnostic 
device  that  meets  the  conditions  of 
§  812.2(c)(3)  for  exemption  fi'om  the  IDE 
regulation  should  continue  to  comply 
with  §  809.10(c).  The  sponsor  of  an 
investigation  of  a  diagnostic  device  that 


is  subject  to  Part  812  does  not  have  to 
comply  with  §  809.10(c).  In  response  to 
the  comments,  FDA  is  publishing  a 
conforming  amendment  to  S  809.10(c)  to 
clarify  the  relationship  between  that 
provision  and  Part  812.  This  amendment 
also  eliminates  the  provision  in 
§  809.10(c)(4)  requiring  compliance  with 
the  drug  listing  regulations  in  $  207.25 
(21  CFR  207.25)  when  the  sponsor  of  an 
investigation  of  an  in  vitro  diagnostic 
device  initiates  commercial  distribution. 
Section  809.10(c)(4)  is  obsolete  and  is 
inconsistent  with  the  premarket 
notification  requirements  for  devices 
under  section  510{k)  of  the  act  and 
Subpart  E  of  Part  807. 

Promotion  of  Investigational  Devices 

53.  Section  812.7(a)  prohibits  sponsors, 
investigators,  and  their  agents  fi'om 
promoting  or  test  marketing  an 
investigational  device  until  the  device 
has  been  approved  for  commercial 
distribution.  This  section  ensures  that 
investigational  devices  are  not 
advertised  before  their  claims  are 
established,  helps  prevent  such  devices 
from  being  distributed  too  widely,  and 
prevents  an  IDE  from  serving  as  a 
subterfuge  for  imapproved  marketing. 
Test  marketing  of  a  device,  which  is 
prohibited,  differs  from  consumer 
preference  testing  of  a  device,  which  is 
authorized.  Test  marketing  involves  sale 
of  a  device.  Consumer  preference  testing 
involves  tests  to  determine  whether 
consumers  prefer  certain  packaging  or 
other  features  of  a  device  unrelated  to 
its  safety  or  effectiveness,  but  does  not 
involve  its  sale.  Consumer  preference 
testing  may  involve  use  of  a  device  so 
long  as  the  use  does  not  involve  testing 
of  safety  or  effectiveness  or  put  subjects 
at  risk. 

54.  Comments  objected  to  provisions 
of  the  reproposal  that  prohibited 
sponsors  from  charging  for  the  device  in 
certain  cases.  Comments  also  objected 
to  provisions  that  authorized  FDA  to 
determine  whether  a  charge  for  the 
device  is  reasonable.  Comments  argued 
that  FDA  has  no  expertise  in 
determining  reasonable  costs. 

FDA  recognizes  that  practical 
problems  may  be  encountered  in 
administering  this  provision,  but 
believes  that  special  expertise  is  not 
required  to  determine  whether  charges 
are  excessive.  Many  devices,  unlike 
most  drugs,  are  expensive  to 
manufacture,  and  it  is  unrealistic  to 
prohibit  a  sponsor  from  recovering 
costs.  It  is  a  well-established  ethical 
principle,  however,  that  no  profit  should 
be  made  on  experimental  drugs  or 
devices.  Accordingly,  §  812.7(b) 
prohibits  charging  for  the  device  a  price 
larger  than  that  needed  to  recover 


manufacturing,  research,  development, 
and  handling  costs.  FDA  has  deleted  as 
unnecessary  the  provision  in  the  original 
proposal  for  FDA  to  determine  whether 
charges  are  unreasonable.  FDA  will 
make  the  determinations  necessary  to 
enforce  S  812.7(b). 

Waivers 

55.  Comments  on  reproposed  §  812.10 
objected  to  requiring  submission  of  a 
citizen  petition  to  obtain  a  waiver. 
Several  comments  argued  that  the 
procedure  was  unduly  cumbersome  and 
time  consuming  and  required 
unnecessary  paperwork.  Other 
comments  stated  that,  because  a 
citizen’s  petition  is  subject  to  public 
disclosure,  the  confidentiality  of  the 
original  IDE  application  would  be 
compromised. 

FDA  agrees  with  these  comments. 
Modified  $  812.10  permits  sponsors  to 
request  waivers  by  letter. 

56.  A  comment  suggested  that  the 
regulation  specify  those  requirements  of 
section  520(g)  that  are  not  subject  to 
waiver.  The  comment  also  suggested 
that  §  812.10  be  revised  to  state  that  no 
waiver  may  be  granted  that  could 
expose  any  human  subject  to  undue  risk 
of  harm. 

FDA  has  revised  §  812.10(b)  to  clarify 
that  FDA  may  waive  only  a  requirement 
that  FDA  finds  is  not  required  by  the 
act.  FDA  also  agrees  that  no  waiver 
should  be  granted  that  could  result  in 
harm  to  subjects,  and  has  further 
revised  the  section  to  clarify  that  only 
requirements  that  FDA  finds  are 
unnecessary  to  protect  the  rights,  safety, 
or  welfare  of  human  subjects  may  be 
waived. 

57.  Other  conunents  suggested  that 
FDA  respond  to  a  waiver  request  within 
a  specified  time,  preferably  within  30 
days. 

roA  rejects  these  comments.  Waiver 
requests  may  range  fix)m  a  simple,  one¬ 
time  variation  to  very  complex  matters 
presenting  difficult  issues.  Due  to  this 
variation,  FDA  concludes  that  a 
specified  time  frame  is  inappropriate. 
FDA  intends  to  evaluate  quickly  all 
requests  for  waivers. 

Import  and  Export  Requirements 

58.  Section  812.18  (21  CFR  812.18)  of 
the  final  regulation  has  been  simplified 
without  substantive  change.  Some 
comments  suggested  that  §  812.18(b) 
repeated  the  statute;  others  argued  that 
the  provisions  of  S  812.18(b)  did  not 
comply  with  the  statute,  ^me 
comments  suggested  the  statute  itself  is 
imconstitutional  with  respect  to 
exported  devices. 

FDA  has  modified  §  812.18(b)  to 
require  an  exporter  to  “obtain  FDA’s 
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prior  approval,  as  required  by  section 
801(d)  of  the  act*'  This  modification 
eliminates  any  question  of  deviation 
from  the  statutory  requirements.  The 
requirements  that  were  described  in  the 
original  proposal  and  the  reproposal 
have  been  deleted  because  FDA 
believes  that  the  statute  provides 
sufficient  guidance  to  exporters.  The 
preamble  to  the  reproposal  discussed 
the  constitutionality  of  the  export 
provisions  of  the  statute. 

59.  A  comment  objected  to  the 
deletion  of  the  requirement  in  the 
original  proposal  that  the  exporter  have, 
or  assure  that  another  person  has, 
complied  with  the  requirements  on 
submittal  of  an  application  and  on  the 
responsibilities  of  sponsors.  The 
comment  further  objected  that  the 
reproposal  did  not  require  the  agency  to 
find  that  human  subjects  would  not  be 
exposed  to  undue  risks  and  that  the 
foreign  coimtry  has  adequate 
mechanisms  to  control  use  of  the  device 
after  export. 

FDA  ^d  not  include  these 
requirements  in  the  reproposal  and  has 
not  included  them  in  the  final  regulation 
because  FDA  concluded  that  literal 
application  of  these  requirements  in  all 
cases  would  be  unduly  burdensome, 
would  present  enforcement  difficulties, 
and  was  not  required  by  section  801(d) 
of  the  act  (21  U.S.C.  381(d)).  FDA 
concluded  that  the  statute  itself  affords 
adequate  protection  to  subjects  of 
investigations  conducted  in  foreign 
countries.  Under  section  801(d), 
sponsors  may  obtain  FDA's  permission 
to  export  an  investigational  device  by 
writing  to  FDA's  Bureau  of  Medical 
Devices  a  letter  enclosing  a  copy  of  the 
foreign  government’s  approval  of 
importation  of  the  device.  After 
verifying  the  approval,  if  necessary,  and 
determining  that  the  exportation  of  the 
device  is  not  contrary  to  the  public 
health  and  safety,  the  Bureau  will 
approve  and  export  request.  When 
necessary  for  the  protection  of  the 
public  health  and  safety,  the  Bureau 
may,  in  selected  cases,  require  the 
exporter  to  submit  an  application  and 
comply  with  the  responsibilities  of 
sponsors  or  assure  that  another  person 
complies  with  these  requirements. 

60.  A  comment  suggested  that  FDA 
respond  to  export  requests  within  a 
specified  time. 

FDA  rejects  the  comment.  A  time  limit 
is  not  required  by  the  law.  Requests  may 
vary  from  the  simple  to  the  complex. 
Specified  time  frames  for  action  on 
export  requests  are  not  practical 
because  it  sometimes  is  difficult  to 
verify  approvals  from  foreign  coimtries. 
All  requests  will  be  processed  as 
quickly  as  circumstances  permit. 


Application  and  Administrative  Action 
Notification  Procedure 

61.  A  number  of  comments  objected  to 
proposed  §  §  812.20  and  812.21  because 
the  notification  permitted  for  certain 
studies  required  most  of  the  information 
that  is  required  in  a  full  application  for 
substantial  risk,  vital  device  studies. 
Comments  argued  that  the  definition  of 
"vital  device”  did  not  provide  adequate 
guidance  to  determine  whether  to 
submit  a  notification  or  an  application. 
Some  conunents  suggested  inclusion  of 
an  abbreviated  IDE  procedure  for  low- 
risk  investigations.  Comments  stated 
that  provisions  for  submission  of 
summaries  of  documents,  for  example  a 
summary  of  the  investigational  plan,  are 
more  burdensome  than  requirements  to 
submit  the  complete  document 

FDA  agrees  that  the  notification 
procedure  in  the  reproposal  largely 
duplicated  the  application  procedure. 
Accordingly.  FDA  has  replaced  the 
notification  procedure  with  a  set  of 
requirements  in  §  812.2(b)(1)  for 
investigations  of  devices  that  are  not 
“significant  risk  devices.”  These 
requirements  are^  discussed  in 
paragraphs  1, 17,  and  46.  Section 
812.20(a)(1)  requires  a  sponsor  to  submit 
an  application  to  FDA  if  a  significant 
risk  device  is  to  be  investigated  with 
human  subjects  or  if  FDA  notifies  a 
sponsor  that  an  application  is  required. 

62.  A  comment  contended  that  the 
notification  procedure  was  inadequate 
to  protect  subjects  and  should  be  either 
tightened  or  abandoned.  The  comment 
argued  that  the  procedure  placed  too 
much  reliance  on  an  IRB’s  assessment  of 
risk,  without  providing  FDA  with  enough 
information  to  make  possible  an 
independent  judgment.  The  comment 
suggested  that  a  notification  be  required 
to  include  an  explanation  of  the  IRB’s 
reasoning,  a  sununary  of  the  evidence 
on  which  the  IRB  relied,  a  description  of 
the  risk  involved,  copies  of  any  dissents 
by  IRB  members,  copies  of  consent 
forms  and  informational  materials  to  be 
given  to  subjects,  a  statement  as  to 
whether  any  other  IRB  has  taken 
adverse  action  on  a  similar  study,  a 
detailed  description  of  the  device,  and 
manufacturing  information. 

FDA  disagrees  with-  the  comment 
IRB’s  should  have  a  substantial  role  in 
all  investigations.  IRB's  can  act  on 
FDA’s  behalf,  subject  to  agency 
oversight  in  reviewing  investigations  of 
devices  other  than  significant  risk 
devices.  FDA  does  not  accept  the 
comment’s  assumption  that  low-risk 
studies  need  the  same  degree  of 
regulation  as  high-risk  studies  and  that 
IRB  decisions  on  nonsignificant  risk 
device  investigations  need  close  FDA 


scrutiny.  As  explained  in  paragraph  17 
above,  allowing  sponsors  to  adhere  to 
abbreviated  requirements  and  IRB’s  to 
take  principal  responsibility  for  review 
of  investigations  of  nonsignificant  risk 
devices  will  allow  FDA  to  devote  the 
attention  and  resources  necessary  for 
regulation  of  significant  risk  device 
investigations.  A  sponsor  is  required  to 
submit  to  the  IRB  an  expleination  why 
the  device  is  not  a  significant  risk  device 
and  to  provide  any  other  information 
requested  by  an  IRB,  which  may  include 
the  information  listed  in  the  comment. 
For  the  reasons  stated  in  paragraph  17 
above,  FDA  does  not  expect  that  this 
approach  will  expose  subjects  to  risk  of 
harm.  Furthermore,  FDA  retains  its 
ability  to  oversee  such  investigations 
throu^  records  inspections  and 
required  reports. 

'To  help  IRB’s  carry  out  their 
responsibility  to  review  nonsignificant 
risk  device  investigations,  FDA  has 
required  that  sponsors  and  investigators 
submit  certain  reports  to  reviewing 
IRB’s.  These  requirements  are  discussed 
in  paragraphs  141, 144, 145,  and  146. 

Application  Procedure 

63.  In  response  to  the  comments 
described  in  paragraph  59  above,  FDA 
has  made  several  changes  in  die 
regulation  with  respect  to  investigations 
for  which  an  application  must  be 
sumitted  to  FDA.  Once  IRB  approval  has 
been  obtained,  a  sponsor  shall  submit  to 
FDA  an  application  that  may  include 
either  the  plan  itself  or  a  summary  of 
specified  sections  of  the  plan.  FDA  also 
has  clarified  the  procedure  to  be  used  if 
an  investigation  is  to  be  conducted  at 
several  institutions.  An  application  may 
be  submitted  to  FDA  as  soon  as  one  IRB 
has  approved  the  investigation  after 
considering  the  investigational  plan  and 
report  of  prior  investigations.  FDA 
approval  of  the  investigation,  however, 
applies  only  to  the  institution  at  which 
an  IRB  also  has  approved  it.  As  each 
additional  IRB  approves  the 
investigation,  the  sponsor  shall  submit 
to  FDA  one  or  more  supplemental 
applications  under  §  812.35(b). 

If  an  investigation  involves  testing  at 
several  institutions,  IRB’s  should  not 
interpret  FDA  approval  of  a  part  of  an 
investigation  at  one  institution  as  the 
basis  for  approval,  without  careful 
review,  of  a  part  of  the  investigation  at 
other  institutions. 

64.  Several  comments  observed  that  it 
might  be  difficult  to  obtain  local  IRB 
review  and  requested  a  clarification  of 
the  procedure  to  follow. 

FDA  recognizes  that  occasionally  a 
sponsor  may  encounter  difficulty  in 
finding  an  IRB  in  a  particular  location  to 
review  a  proposed  investigation.  Section 
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520(g){3)(A)(ii)  of  the  act  (21  U.S.C. 
360j(g)(3)(A)(ii)  authorizes  the  sponsor 
to  submit  the  application  to  FDA  if  no 
IRB  exists  or  if  IDA  hnds  IRB  review 
inadequate.  FDA  believes  that  a  local 
IRB  applying  community  standards  to  a 
proposed  investigation  generally 
provides  an  indispensable  form  of 
subject  protection.  The  absence  of  a 
local  IRB  may  expose  subjects  to  risk 
that  the  local  commimity  regards  as 
unreasonably,  and  FDA  may  have  little 
capacity  to  determine  what  risks  are 
acceptable  in  that  community  and  to 
function  as  an  IRB.  In  accordance  with 
the  apparent  intent  of  Congress, 
however,  FDA  will  attempt  to  perform 
the  functions  of  the  local  IRB  with 
respect  to  an  otherwise  meritorious 
investigation  if  no  IRB  exists  or  an  IRB's 
review  is  inadequate,  unless  the  agency 
finds  that  IRB  review  is  critical  to 
subject  protection.  This  policy  is 
described  in  §  812.20(a)(2).  If  FDA  so 
finds,  a  sponsor  would  have  to  conduct 
the  investigation  at  a  location  where  an 
IRB  can  review  the  study,  or  not  conduct 
it. 

Contents  of  an  Application 

65.  In  response  to  comments.  FDA  has 
revised  §  812.20(b)  to  simplify  the 
application  requirements.  The 
investigational  plan  requirements  have 
been  integrated  with  those  for  the 
application  so  that  those  portions  of  the 
investigational  plan  that  may  be 
summarized  are  distinguished  form 
portions  that  may  not  be. 

66.  Comments  argued  that  FDA  should 
not  ask  for  manufacturing  or  processing 
information. 

FDA  disagrees.  This  information  helps 
FDA  to  determine  the  risk  presented  by 
the  device  and  whether  the  device  will 
be  manufactured  with  consistency.  Lack 
of  uniformity  in  making  a  device  could 
result  in  investigational  devices  that 
vary.  Such  variation  could  produce 
differing  results  that  yield  invalid  data 
and  require  repeated  investigations  that 
present  further  risks. 

67.  Other  comments  suggested  that  the 
description  of  facilities  required  by 

§  812.20(b)(3)  should  be  omitted  if  a 
quality  assurance  program  is  in  effect. 

FDA  disagrees.  A  quality  assurance 
program  consists  of  procedures  _ 
necessary  to  assure  and  venfy 
confidence  in  the  quality  of  the  process 
used  to  manufacture  a  Hnished  device. 
For  the  reasons  stated  in  paragraph  66 
above,  FDA  needs  detailed  information 
on  manufacturing  methods,  facilities  and 
controls.  A  quality  assurance  program 
does  not  provide  sufficiently  specific 
information  about  the  manufacturing 
process  to  be  followed  for  a  particular 
investigational  device. 


68.  Comments  objected  to  the 
submission  of  manufacturing  or 
processing  information  to  an  IRB. 

This  information  is  now  required  only 
in  the  application  to  FDA.  An  IRB  may, 
however,  require  submission  of 
manufacturing  or  processing  information 
if  it  believes  that  review  of  the 
information  is  necessary  to  its  decision. 

Signed  Investigator  Agreements 

69.  Section  812.20(b)  (4)  and  (5)  differs 
from  the  reproposal  by  requiring  that,  in 
lieu  of  submitting  all  signed  investigator 
agreements,  sponsors  submit  an 
example  of  the  agreements,  a  list  of 
investigators,  and  a  certiffcation  that  all 
investigators  listed  have  signed  the 
agreement.  A  related  provision, 

§  812.150(b)(4),  requires  the  sponsor  to 
submit  to  FDA  every  6  months  a  current 
list  of  the  names  and  addresses  of  all 
investigators  participating  in  the 
investigation.  FDA  initiated  these 
changes  to  avoid  unnecessary 
paperwork  for  sponsors  and  FDA.  FDA 
can  check  the  current  list  of  those  who 
have  signed  agreements  against  its  files 
for  adverse  information.  A  sponsor  shall 
submit  the  actual  agreements  if  FDA  so 
requests  under  §  812.150(b)(10).  In 
addition,  FDA  inspectors  can  verify  the 
list  provided  by  the  sponsor  against  the 
actual  agreements  kept  in  the  sponsors’ 
records  to  assure  that  the  list  is  accurate 
and  that  investigators  are  not  added 
until  they  have  signed  agreements. 

These  procedures  will  assure  attention 
to  investigator  responsibilities  and  will 
protect  the  public  without  the 
cumbersome  requirement  that  all 
individual  agreements  be  sent  routinely 
to  FDA.  Waste  of  resources  from  routine 
FDA  review  of  signed  investigator 
agreements  will  be  avoided,  and  FDA 
will  be  able  to  concentrate  its  limited 
resources  on  important  scientiHc 
aspects  of  applications.  Routine  sponsor 
paperwork  submissions  are  also 
reduced.  In  these  circumstances,  FDA 
believes  that  it  has  regulatory  discretion 
to  permit  sponsors  to  maintain  the 
agreements  in  their  files,  subject  to  FDA 
inspection  or  submission  to  FDA  on 
request,  and  that  this  approach  satisfies 
the  requirement  of  section  520(g)(3)(C)  of 
the  act  that  the  investigators’ 
agreements  be  “submitjtedj  *  *  *  to  the 
Secretary." 

Disclosure  of  IRB  Action 

70.  Section  812.20(b)(6)  requires  the 
sponsor  to  list  the  names,  locations,  and 
chairpersons  of  all  IRB’s  that  have  been 
asked  to  review  the  investigation,  and  to 
certify  the  action  concerning  the 
investigation  taken  by  each  IRB. 

Sponsors  will  thus  disclose  whether  an 
IRB  has  approved,  disapproved,  or 


terminated  an  investigation,  or  found  a 
device  that  the  sponsor  characterized  as 
a  nonsignificant  risk  device  to  be  a 
significant  risk  device. 

Comments  argued  that  prior  IRB 
disapproval  or  termination  of  an 
investigation  is  irrelevant  and  that  a 
requirement  to  disclose  such  IRB  actions 
in  an  application  might  prejudice  FDA 
decisions. 

FDA  disagrees  with  the  comments. 
Disapproval,  suspension,  or  withdrawal 
of  approval  suggests  die  possibility  of  a 
flaw  in  an  investigation  that  should  be 
evaluated  before  the  investigation  is 
approved.  If  such  a  previous  action  were 
disclosed  after  an  investigation  had 
begun,  FDA  might  have  to  withdraw 
approval  of  the  investigation  and  order 
it  stopped  pending  further  inquiry.  In 
such  a  case,  subjects  might  be  exposed 
to  unnecessary  risks,  and  sponsors  and 
investigators  might  be  inconvenienced. 

71.  Section  812.20(b)(7)  requires  the 
sponsor  to  submit  the  name  and  address 
of  any  institution  at  which  a  part  of  the 
investigation  may  be  conducted  if  that 
institution  is  not  identified  under 

§  812.20(b)(6).  This  provision  ensures 
that  FDA  has  complete  information  on 
where  an  investigation  is  to  be 
conducted,  if  an  investigator’s  part  of  a 
study  is  not  on  the  premises  of  the 
institution  whose  I^  has  agreed  to 
review  the  investigator’s  part  of  the 
study.  FDA  needs  this  information  to 
review  the  scope  of  the  investigation 
and  to  schedule  necessary  inspections. 

72.  A  comment  suggested  that  the 
application  disclose  any  dissent  fi'om 
I^  approval. 

FDA  rejects  the  comment.  Such 
disclosure  could  be  implemented  only 
by  requiring  IRB’s  to  keep  records  of 
each  dissent.  Committee  decisions 
frequently  result  from  divided  opinions. 

If  detailed  records  of  dissenting  views 
were  required,  IRB’s  might  feel 
compelled  to  issue  a  written  opinion 
approving  the  investigation  despite  the 
lack  bf  an  FDA  requirement  for  such  an 
opinion.  To  require  documentation  of 
minority  views,  therefore,  might 
unnecessarily  delay  IDE  decisions  and 
disrupt  IRB  operations.  Furthermore, 
such  a  requirement  would  commit  FDA 
to  review  documents  that  are  not  likely 
to  yield  valuable  information.  Even  if 
dissents  contain  useful  information, 
there  is  too  little  likelihood  that  the 
same  information  would  not  have  been 
discovered  by  FDA  during  its  review  of 
the  application  to  justify  the  paperwork 
burden  that  would  result  from  a 
requirement  that  dissents  be  submitted 
to  FDA.  An  IRB  member  may  oppose  an 
investigation  for  reasons  relevant  to  the 
particular  institution  but  irrelevant  to 
the  standards  for  approval  under  the  act 
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and  these  regulations.  FDA  would 
therefore  find  it  necessary  to  distinguish 
between  dissents  that  have  to  be 
submitted  to  FDA  and  those  that  do  not, 
thus  burdening  IRB's  with  the 
requirement  that  they  make  this 
distinction. 

The  collective  assessment  of  the  IRB 
is  what  matters  to  FDA  in  its  review  of 
an  IRB’s  judgment.  FDA  will,  in  any 
event,  conduct  its  own  independent 
review  of  each  application.  IRB’s  may 
choose,  however,  to  maintain  records  of 
dissents  or  summaries  of  dissents;  and 
IRB’s  or  individual  IRB  members  may 
notify  FDA  of  dissenting  views. 

Disclosure  of  Intent  To  Sell  or  Charge 
for  the  Device 

73.  Comments  argued  that  FDA  has  no 
authority  to  require  disclosure  of  an 
intent  to  sell  the  device  or  the  amount  to 
be  charged  and  that  FDA  cannot 
effectively  use  the  information. 

FDA  rejects  the  comments.  FDA  will 
use  the  information  required  by 
§  812.20(b](8]  in  determining  whether  the 
device  is  being  commercially  distributed 
in  violation  of  the  conditions  of  the  IDE. 
FDA  is  authorized  by  sections  301(q), 
501(f),  520(g)(2)(B),  and  701(a)  (21  U.S.C. 
371(a))  of  the  act  to  impose  this 
requirement. 

In  vestigational  Plan  ♦ 

74.  FDA  has  made  explicit  in 

§  812.25(b)  the  requirement  for  a  written 
protocol  describing  the  methodology 
used  in  an  investigation.  This 
requirement  was  implied  in  the  original 
proposal  and  reproposal. 

75.  A  comment  on  reproposed  §  812.25 
suggested  that  the  investigational  plan 
include  a  description  of  any 
characteristics  ^at  render  the  patient 
population  vulnerable. 

FDA  agrees  and  has  included  this 
description  as  part  of  a  required 
analysis  of  risks  to  subjects,  justification 
for  the  study,  and  description  of  the 
patient  population  in  terms  of  the 
number  of  subjects  and  their  age,  sex, 
and  condition.  The  term  “condition” 
includes  relevant  characteristics  that 
render  the  patient  population 
vulnerable.  This  provision  focuses  on 
the  purpose  of  investigational  controls: 
Protection  of  subjects  through  an 
analysis  of  risks,  including  the  manner 
in  which  the  risks  will  be  minimized. 

FDA  expects  the  analysis  to  be  brief  and 
to  be  directed  to  the  additional  or 
incremental  risks  (as  distinguished  from 
risks  inherent  in  the  subjects’  medical 
condition)  that  use  of  the  device 
presents  to  the  rights,  safety,  or  welfare 
of  subjects.  FDA  believes  that  careful 
analysis  of  risks  by  sponsors,  IRB’s,  and 
FDA  will  enable  regulatory  controls  to 


be  targeted  on  those  investigations  that 
are  most  likely  to  expose  subjects  to 
undue  risks. 

76.  Comments  suggested  that  the 
requirement  to  submit  a  description  of 
each  important  device  component  was 
burdensome,  and  that  only  those 
components  that  increase  risk  should  be 
described. 

FDA  rejects  the  comments.  Trying  to 
decide  which  components  increase  risk 
and  which  do  not  is  a  difficult  and. 
perhaps,  impossible  task.  IRB’s  and  FDA 
should  be  able  to  review  each  important 
component  of  an  investigational  device. 
’The  requirement  is  retained  in 
S  812.25(d). 

77.  Other  comments  suggested  that  the 
investigational  plan  disclose  whether 
any  IRB’s  had  ever  suspended, 
disapproved,  or  terminated  an 
investigation. 

FDA  agrees,  and  §  812.25(h)  requires 
sponsors  to  certify  the  action  by  each 
I^  that  has  reviewed  the  investigation. 
Among  the  actions  required  to  be 
reported  are  findings  by  another  IRB 
that  the  investigation  involves  a 
significant  risk  device. 

78.  Section  812.25(h)  duplicates  the 
requirement  in  the  application  for  a  list 
of  the  names,  locations,  and 
chairpersons  of  all  IRB’s  that  have  been 
asked  to  review  the  investigation.  FDA 
added  this  provision  to  enable  IRB’s  to 
consult  with  each  other  concerning  an 
investigation. 

79.  Section  812.25(j)  requires  a 
description  in  the  investigational  plan 
only  of  any  records  and  reports  that  are 
in  addition  to  those  required  by  Subpart 
G  of  this  regulation.  FDA  made  this 
change  to  eliminate  needless  description 
of  records  already  required  by  Subpart 
G. 

Report  of  Prior  Investigations 

80.  Comments  argued  that  reproposed 
§  812.27(d)  implied  that  animal  testing 
must  be  completed  in  every  case  before 
human  testing  is  initiated. 

FDA  appreciates  that  some  devices 
cannot  be  tested  in  animals  before  they 
are  tested  in  humans.  FDA  has  deleted 
the  proposed  requirements  for  prior 
animal  testing  fi-om  the  final  regulation 
because  they  did  not  provide  useful 
guidance  as  to  when  and  to  what  extent 
animal  studies  would  be  required.  FDA 
will  determine,  in  its  review  of  IDE 
applications,  whether  prior  animal 
testing  should  have  been  conducted. 

IRB’s  should  also  look  closely  at  this 
point.  The  approach  FDA  is  using  here  is 
consistent  with  its  general  policy  that, 
where  possible,  relevant  animal  testing 
should  be  completed  before  initiating 
human  testing.  FDA  will  not  approve  an 
IDE  or  an  application  for  premarket 


approval  if  animal  testing  should  first  be 
completed. 

81.  Comments  suggested  that  only 
information  relevant  to  the  investigation 
be  submitted,  rather  than  all  information 
relevant  to  the  device. 

FDA  agrees  with  the  comments. 
Furthermore,  §  812.27(b)(1)  has  been 
revised  to  require  only  a  bibliography  of 
relevant  publications  and  copies  of  all 
published  and  impublished  adverse 
information.  To  reduce  unnecessary 
paperwork,  copies  of  other  significant 
publications  need  be  submitted  only  if 
requested  by  a  reviewing  IRB  or  FDA. 
Also,  §  812.27(b)(2)  provides  that  only  a 
summary  of  other  relevant  unpublished 
k  information  is  required.  Relevant 
information  includes  both  information 
that  is  adverse  and  information  that 
supports  a  proposed  investigation. 

82.  Conunents  suggested  mat  the  IRB, 
not  FDA.  should  decide  on  the  adequacy 
of  the  report  of  prior  investigations. 

FDA  disagrees  with  the  comments. 
FDA  has  final  responsibility  for  the 
proper  conduct  of  device  investigations. 
'Therefore,  in  the  case  of  a  significant 
risk  investigation,  FDA  should  review  ^ 
the  report  of  prior  investigations  and 
determine  its  adequacy.  Although  FDA 
expects  that  it  will  generally  concur  in 
IRB  assessments,  it  cannot  guarantee 
that  it  will  never  overrule  an  IRB 
judgment  based  on  a  review  of  the 
report  of  prior  investigations. 

FDA  Action  on  Applications 

83.  Comments  suggested  that  the 
criteria  for  disapproval  and  withdrawal 
were  similar  and  should  be  combined. 
Other  comments  noted  minor 
differences  between  the  criteria  for 
disapproval  and  withdrawal. 

FDA  agrees  with  the  first  set  of 
comments.  Accordingly,  the  criteria 
have  been  combined  in  §  812.30. 

84.  A  comment  suggested  that  §  812.30 
be  revised  to  prohibit  approval  of 
seriously  deficient  applications.  The 
comment  also  suggested  that  safety- 
related  grounds  for  withdrawal  of 
approval  of  IDE’s  should  be  placed  in  a 
separate  mandatory  withdrawal 
category,  distinct  fi'om  discretionary 
grounds  for  withdrawal.  The  comment 
suggested  further  that  the  regulation 
compel  FDA  to  withdraw  exemptions  in 
cases  of  non-safety-related  deficiencies 
that  are  not  corrected  within  a 
reasonable  time,  for  example,  60  days 
after  notification. 

FDA  has  not  adopted  the  comment. 
Because  FDA  will  not  approve  seriously 
deficient  applications,  there  is  no  need 
to  include  in  the  regulation  a  provision 
prohibiting  such  approvals.  With  respect 
to  the  suggestion  that  FDA  revise 
§  812.30(b)  to  state  that  FDA  "shall” 
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withdraw  approval  if  certain  safety- 
related  grounds  exist,  the  agency  would 
still  retain  the  discretion  to  determine 
whether  one  or  more  of  the  specified 
grounds  exist,  for  example,  that  it  is 
"unsafe  to  begin  or  to  continue  an 
investigation,"  §  812.30(b](4].  No  change 
in  wording  can  eliminate  ^A’s 
discretion  to  determine  whether  a 
ground  for  action  exists.  Also,  some  of 
the  grounds  for  action  in  §  812.30  would 
be  characterized  as  safety-related  in 
some  cases  but  not  in  others.  With 
respect  to  the  suggested  deadline  for 
FDA  withdrawals  for  non-safety-related 
reasons,  FDA  believes  that  such  matters 
are  better  handled  by  internal  agency 
procedures  than  by  regulations. 

Supplemental  Applications  and 
Submissions 

85.  Comments  argued  that  th^ 
reproposal's  requirements  for 
supplemental  applications  were  too  > 
restrictive  and  that  supplemental 
applications  should  be  limited  to 
changes  affecting  the  safety  of  subjects 
or  the  validity  of  the  investigation. 

FDA  believes  that  this  was  the  intent 
of  the  reproposal,  but  has  clarified 
§  812.35,  the  counterpart  provision  in  the 
final  rule,  to  reflect  clearly  this  policy. 
Supplemental  applications  are  required 
only  for  the  addition  of  new  institutions 
to  an  investigation  and  for  changes  in 
the  investigational  plan  that  may  affect 
the  scientiHc  soundness  of  the  study  or 
the  rights,  safety,  or  welfare  of  subjects. 
IRB  and  FDA  approvals  are  required 
before  initiating  any  such  changes, 
except  for  deviations  from  the 
investigational  plan  to  protect  a  subject 
in  an  emergency.  These  deviations  shall 
be  reported  later  under  §  §  812.150(a)(4] 
and  812.35(a). 

86.  Comments  suggested  that,  once  an 
[RB  has  approved  a  change  in  the  plan, 
FDA  approval  of  the  change  is  not 
needed. 

FDA  rejects  these  comments.  Sections 
812.35(a)  and  812.150(a)(4)  of  the  final 
regulation  require  that  any  change  in  the 
investigational  plan  that  may  affect  its 
scientific  soundness  or  the  rights,  safety, 
or  welfare  of  subjects  be  approved  by 
both  the  IRB  and  FDA.  In  significant  risk 
device  investigations,  nonemergency 
changes  that  may  have  such  an  efiect 
should  receive  the  same  prior  review  as 
an  application.  Less  important  changes 
in  the  investigational  plan  for  significant 
risk  device  investigations,  and  any 
changes  in  the  plan  for  nonsignificant 
risk  device  investigations,  need  not, 
however,  be  reported  to  FDA. 

87.  Some  comments  argued  that  all 
deviations  from  the  investigational  plan 
should  be  approved  by  the  sponsor 
before  FDA  or  IRB  approval  is  sought. 


Other  comments  suggested  that  such 
deviations  do  not  require  prior  FDA  or 
IRB  approval 

Under  S§  612.110  and  812.150(a)(4).  an 
investigator  shall  not  institute  a  change 
in  or  deviation  firom  the  investigational 
plan  without  first  obtaining  the 
sponsor’s  approval.  If  the  deviation  or 
change  may  affect  the  scientific 
soundness  of  the  plan  or  the  rights, 
safety,  or  welfare  of  human  subjects, 
prior  IRB  and  FDA  approval  also  is 
required.  An  exception  fivm  these 
requirements  is  that,  in  an  emergency 
situation,  as  described  in  §  812.35(a), 
prior  approval  of  a  deviation  by  the 
sponsor,  the  IRB.  and  FDA  is 
unnecessary.  Emergency  deviations 
shall  be  reported  later  under 
§§  812.150(a)(4)  and  S  812.35(a).  These 
provisions  are  designed  to  deter  careless 
deviations  from  the  investigational  plan, 
without  unduly  restricting  an 
investigator  at  the  scene  of  the 
investigation  from  exercising  initiative 
on  behalf  of  patient  rights,  safety,  or 
welfare  in  a  medical  crisis. 

Confidentiality  of  Data  and  Information 

88.  Section  812.38(a)  of  the  final 
regulation  states  that  FDA  will  not 
disclose  the  existence  of  an  IDE  unless 
its  existence  has  been  publicly  disclosed 
or  acknowledged,  until  FDA  approves 
an  application  for  premarket  approval  of 
the  device  subject  to  the  IDE,  or  a  notice 
of  completion  of  a  product  development 
protocol  for  the  device  becomes 
effective.  This  provision,  which  is  based 
on  current  FDA  policy  with  respect  to 
notices  of  investigational  exemption  for 
new  drugs  (IND’s),  was  published  in  the 
original  IDE  proposal.  The  provision 
was  omitted  from  the  IDE  reproposal 
because  FDA  had  published  in  the 
Federal  Register  of  March  28, 1978  (43 
FR 12869),  correction  published  in  the 
Federal  Register  of  March  31, 1978  (43 
FR  13587),  a  proposal  to  change  FDA 
policy  regarding  disclosure  of  the 
existence  of  applications  or  notices  to 
conduct  research  on,  or  to  market,  drugs 
or  devices.  Under  the  March  28, 1978 
proposal,  FDA  would  disclose  the 
existence  of  such  an  applcation  or 
notice  whether  or  not  its  existence  had 
previously  been  disclosed  or 
acknowledged.  FDA  is  still  reviewing 
the  numerous  comments  received  on  the 
proposal.  For  now,  FDA  believes  that 
current  policy  with  respect  to  disclosure 
of  the  existence  of  IND’s  should  apply  to 
disclosure  of  the  existence  of  IDE's,  and 
has  so  provided  in  §  812.38(a). 

Section  812.38(b)  of  the  reproposal 
stated  that  public  disclosure  of  IDE  data 
and  information  would  be  made  in 
accordance  with  §  314.14  on  the 
confidentiality  of  data  and  information 


in  new  drug  application  (NDA)  files.  In 
the  final  regulation.  FDA  has  moved  this 
provision  to  paragraph  (d)  of  S  812.38 
and  has  revised  it  to  state  that  NDA 
confidentiality  rules  apply  only  until  the 
effective  date  of  the  final  regulation 
concerning  the  confidentiality  of  data 
and  information  in  applications  for 
premarket  approval  of  devices.  FDA 
plans  to  publish  a  proposal  on 
procedures  for  these  applications, 
including  confidentiality  of  the  contents 
of  these  applications,  in  the  near  future. 

89.  A  comment  argued  that  reference 
in  §  812.38  to  the  dr^  confidentiality 
rules  in  §  314.14  is  inappropriate 
because  of  the  special  statutory 
protections  in  section  520(c)  of  the  act 
for  device  trade  secrets  and  condifential 
commercial  information. 

FDA  rejects  the  comment.  It  is  true 
that  the  act  does  not  contain  a  provision 
precisely  like  section  520(c)  that  applies 
to  drugs  the  same  protection  for  trade 
secrets  and  confidential  commercial 
information  that  section  520(c)  applies  to 
devices.  However,  in  §  314.14  the  agency 
has  construed  section  301(j)  of  the  act 
and  18  U.S.C.  1905  as  preventing  public 
disclosure  of  the  same  types  of 
information  about  drugs  that  section 
520(c)  treats  as  confidential.Thus,  with 
respect  to  public  disclosure  of  trade 
secrets  and  confidential  commercial 
information,  section  520(c)  provides  the 
same  degree  of  protection  as  section 
301(j)  and  18  U.S.C.  1905.  Accordingly, 
reference  to  confidentiality  rules 
applicable  to  drugs  generally  is 
appropriate.  As  noted  above,  when  final 
regulations  on  device  premarket 
appproval  applications  become 
effective,  these  regulations  will  contain 
rules  for  confidentiality  of  device  data 
and  information  so  that  it  will  no  longer 
be  necessary  to  refer  to  the  drug 
confidentiality  rules  in  §  314.14. 

90.  Another  comment  stated  that 
reference  in,§  812.38  to  the  drug 
confidentiality  rules  in  §  314.14  is 
inappropriate  because  of  the  provisions 
in  section  520(h)  of  the  act  for 
summaries  of  device  safety  and 
effectiveness  information.  The  comment 
interprets  section  520(h)  as  requiring 
public  disclosure  of  such  information  in 
IDE  files,  under  any  circumstances. 

FDA  agrees  that  it  must  revise 
§  812.38  of  the  reproposal  for 
consistency  with  section  520(h)  of  the 
act  and  with  §  812.30(f)  of  the 
reproposal.  FDA  has  therefore  revised 
§  812.38(b)  of  the  final  regulation. 

FDA  disagrees  with  the  comment’s 
interpretation  of  section  520(h)  of  the  act 
as  imposing  a  requirement  for  public 
disclosure  of  the  records  contained  in 
IDE  files.  It  is  clear  from  its  face  that 
section  520(h)  only  requires  disclosure  of 
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a  detailed  summary  of  safety  and 
effectiveness  information,  not  disclosure 
of  the  records  from  which  this  summary 
is  developed,  and  does  so  only  when 
FDA  takes  one  of  several  specified 
actions.  See  also  H.R.  Rep.  No.  94-853, 
94th  Cong.,  2d  Sess.  48-51  (1976). 

Moreover,  section  520(h)(3)  states  that 
information  in  a  summary  "shall  be 
made  available  subject  to”  section 
520(c)  of  the  act.  Section  520(c) 
specifically  describes  safeguards  for 
trade  secrets  and  confidential 
commercial  information  concerning 
devices  and  is  discussed  in  paragraph  89 
above.  Because  of  section  520(c),  a 
summary  prepared  under  section  520(h) 
may  not  contain  trade  secret  or 
confidential  commercial  information, 
including  confidential  safety  and 
effectiveness  data. 

91.  One  comment  argued  that  safety 
and  effectiveness  data  should  be 
released  only  after  an  applicant  has 
exhausted  all  administrative  and 
judicial  appeals  of  a  denial  of  an 
application. 

FDA  agrees  but  believes  no  change  is 
required.  Under  paragraph  (f)(2)  of 
§  314.14,  referred  to  in  §  812.38(d),  FDA 
will  not  disclose  confidential 
commercial  information  not  previously 
disclosed  to  the  public  until  a  final 
determination  is  made  that  an 
application  for  premarket  approval  is 
unapprovable,  and  all  legal  appeals 
have  been  exhausted. 

92.  Other  comments  objected  to  the 
provision  for  disclosing  copies  of 
adverse  reaction  reports  to  subjects. 

FDA  rejects  these  comments  and  has 
retained  the  provision.  FDA  believes 
that  access  by  subjects  to  reports  of 
their  adverse  reactions  is  necessary  for 
protection  of  subjects,  an  interest  that 
outweighs  the  concerns  of  sponsors  or 
investigators  that  such  reports  may  be 
used  in  malpractice  or  product  liability 
suits.  Moreover,  disclosure  to  a  subject 
of  such  a  record  about  himself  or  herself 
is  required  by  the  Freedom  of 
Information  Act  and  is  consistent  with 
the  objectives  of  the  Privacy  Act. 

Sponsor  Responsibilities 

93.  Subpart  C  prescribes  general 
duties  of  sponsors.  This  subpart  is  a 
simplified  version  of  provisions  in  the 
original  proposal  and  reproposal. 

Sponsor  responsibilities  concerning 
inspection,  records  reports,  and 
commercialization  of  the  device  are  set 
forth  in  Subpart  G. 

94.  Comments  questioned  whether 
independent  studies  must  be  conducted 
concurrently  or  sequentially. 

Both  conciurent  studies  and 
sequential  studies  can  provide 
independent  proof  of  device  safety  and 


efiectiveness.  Either  approach  is 
satisfactory.  The  ability  to  replicate  the 
results  of  an  investigation  is  the 
important  factor.  Because  sponsors  may 
terminate  investigations  for  a  variety  of 
reasons,  for  example  economic 
nonfeasibility,  Part  812  does  not  require 
independent  investigations.  Independent 
investigations  are,  however,  required  for 
premarket  approval. 

Investigator  Agreements 

95.  Consistent  with  the  change  in 

§  812.20(b)(5)  described  in  paragraph  69, 
FDA  has  initiated  a  change  in  the 
requirement  of  reproposed  §  812.43(b) 
that  a  sponsor  obtain  a  signed 
agreement  from  an  investigator  and 
submit  it  to  FDA  with  an  application. 
Final  §  812.43(c)  requires  that  the 
sponsor  obtain  signed  agreements,  and 
§  812.145(b)  requires  the  sponsor  to 
maintain  them  subject  to  FDA 
inspection.  Sponsors  must  submit  the 
actual  agreements  or  make  them 
available  for  inspection  if  FDA  so 
requests. 

96.  Section  812.43(c)  also  simplifies 
the  information  required  in  the 
investigator’s  agreement.  A  curriculum 
vitae  should  provide  the  type  of 
information  required  by  proposed 

S  812.43(b)(1)  (Federal  Register  of 
August  20, 1976  (41  FR  35306)). 

97.  Comments  on  reproposed 
§  812.43(b)(4)  ai^ed  that  the 
requirement  to  disclose  to  the  sponsor 
whether  prior  research  by  an 
investigator  has  ever  been  terminated 
by  a  sponsor,  an  IRB,  or  FDA  is 
irrelevant  and  might  prejudice  approval 
of  the  investigation. 

FDA  disagrees  with  the  comments 
that  the  information  is  irrelevant.  It  may 
well  be  relevant  to  a  prediction  as  to 
whether  the  investigator  will  respect  the 
rights  and  protect  the  safety  and  welfare 
of  subjects  and  otherwise  comply  with 
applicable  statutory  and  regulatory 
requirements.  In  addition,  a  study 
conducted  by  an  investigator  who  has 
been  disqualified  by  FDA  may  not  be 
accepted  in  support  of  a  premarket 
approval  application  or  other 
application  to  conduct  research  on,  or 
market,  a  product.  The  investigator's 
agreement  will  not  be  submitted  to  FDA 
routinely  and  will  be  reviewed  only  if 
specifically  requested  or  during  an 
inspection. 

98.  Comments  suggested  that  an 
investigator  at  a  teaching  hospital  in 
which  residents  and  interns  frequently 
rotate  would  be  required  constantly  to 
amend  the  agreement  if,  as  reproposed 

§  812.43(b)(5)  required,  the  investigator’s 
agreement  must  contain  the  names  of 
subordinate  investigators. 


FDA  agrees  with  the  comments.  Final 
§  812.43(c)  no  longer  requires  that 
subordinate  investigators  be  named  in  a 
participating  supervisory  investigator’s 
agreement.  The  requirement  is  for 
sponsors  to  obtain  from  each 
participating  investigator  a  signed 
agreement  to  be  maintained  for  FDA 
inspection  or  submission  to  FDA  on 
request.  Supervisory  investigators’ 
agreements  need  not  be  amended  each 
time  a  new  subordinate  investigator  is 
added.  Sponsors  are.  however,  required 
to  submit  to  FDA  a  current  list  of  names 
and  addresses  of  clinical  investigators 
(including  supervisors  and  subordinates) 
at  6-month  intervals,  in  accordance  with 
§  812.150(b)(4). 

Notice  of  Approval 

99.  Comments  objected  to  notifying 
investigators  when  premarket  approval 
had  been  obtained. 

FDA  agrees  with  the  comments  and 
has  deleted  this  requirement.  Although  it 
is  desirable  for  investigators  to  know 
the  regulatory  status  of  products, 
sponsors  generally  have  an  economic 
incentive  to  inform  investigators  that  a 
device  has  been  approved.  Accordingly, 
an  FDA  requirement  for  notification  of 
investigators  of  premarket  approval  is 
unnecessary. 

Securing  Investigators’  Compliance 

100.  A  comment  suggested  that 

§  812.46  be  modified  so  that  the  sponsor 
has  a  definite  time  frame,  for  example  30 
days,  in  which  to  secure  an 
investigator’s  compliance,  or  else 
discontinue  shipments  to  the 
investigator  or  terminate  the  study. 

FDA  rejects  the  comment.  Although 
sponsors  must  terminate  the 
participation  of  an  investigator  who  fails 
or  refuses  to  comply  with  applicable 
requirements,  FDA  does  not  believe  it 
practical  to  specify  a  particular  time 
frame  in  which  such  termination  must 
occiu'.  The  urgency  with  which  a 
sponsor  must  act  will  vary  depending  on 
the  seriousness  of  the  violations.  In 
some  cases,  30  days  would  be  an 
excessive  time  frame  for  securing 
investigators’  compliance,  while  in 
others  30  days  would  be  an  inadequate 
time  frame.  If  experience  under  the  IDE 
regulation  shows  that  a  uniform  time 
frame  for  investigators’  compliance 
would  be  desirable,  FDA  will  add  this 
provision  to  the  regulation.  In  any  event, 
FDA  will  consider  withdrawing 
approval  of  the  IDE  of  a  sponsor  that 
fails  to  secure  an  investigator’s 
compliance  in  a  timely  manner 
consistent  with  the  seriousness  of  the 
violations. 


i 


Federal  Register  /  Vol.  45.  No.  13  /  Friday.  January  18.  1980  /  Rules  and  Regulations  3747 


Unanticipated  Adverse  Device  Effects 

101.  Section  812.46(b)(1)  provides  for 
the  sponsor  to  conduct  an  evaluation  of 
any  unanticipated  device  effect.  Section 
812.150(b)(1)  provides  for  reporting  the 
results  of  such  evaluations.  Comments 
suggested  various  time  periods  for  the 
submission  of  the  reports  of  special 
evaluations,  for  example.  5  days.  2 
weeks,  and  10  calendar  days. 

FDA  believes  that  10  working  days 
after  the  sponsor  Hrst  receives  notice  of 
an  effect  is  sufficient  for  both 
completing  the  evaluation  and 
submitting  the  results  to  FDA  and  all 
participating  investigators  and 
reviewing  IRB’s.  Because  IRB’s  and  FDA 
may  not  be  able  to  respond  on 
nonworking  days,  it  seems  reasonable  to 
base  the  notification  requirement  on 
working  days. 

Termination 

102.  Section  812.46(b)(2)  requires  a 
sponsor  who  determines  that  an 
unanticipated  adverse  device  effect 
presents  an  unreasonable  risk  to 
subjects  to  terminate  all  investigations 
or  parts  of  investigations  presenting  that 
risk  as  soon  as  possible,  but  not  later 
than  5  working  days  after  making  this 
determination  and  not  later  than  15 
working  days  after  first  receiving  notice 
of  the  effect.  If  a  sponsor  obtains 
sufficient  information  to  warrant 
termination,  the  investigation  should  be 
terminated  immediately.  However, 
administrative  difficulties  may  make 
immediate  termination  difficult, 
particularly  if  an  investigation  is 
conducted  at  several  sites. 

IRB  Responsibilities 

103.  A  simplified  version  of  Subpart  D 
of  the  original  IDE  proposal  is  included 
in  this  relation  as  Subpart  D.  IRB 
responsibilities  concerning  inspection, 
records,  and  reports  are  set  forth  in 
Subpart  G. 

Review  of  Investigation 

104.  Section  812.60  has  been  revised  to 
clarify  the  purpose  of  IRB  review  and 
the  type  of  inquiry  that  FDA  expetts 
IRB's  to  conduct.  FDA  expects  an  IRB  to 
apply  local  conununity  attitudes  and 
ethical  standards  in  making  a  judgment 
that  the  benefits  to  subjects  and  the 
knowledge  to  be  gained  outweigh  the 
risks. 

An  IRB’s  judgment  involves  an 
evaluation  of  the  ethics  of  an 
investigation,  including,  where  relevant, 
whether  children,  pregnant  women,  the 
elderly,  or  members  of  a  minority  group 
should  participate  in  an  investigation 
and  whether  informed  consent  has  been 
obtained.  In  determining  risks  and 


benefits,  the  IRB  must  assess  the 
scientific  soundness  of  the  investigation. 
An  investigation  that  approaches  the 
frontiers  of  existing  knowledge  requires 
a  probing  and  cautious  IRB  review. 

IRB  Membership 

105.  Comments  on  the  original 
proposal  objected  that  IRB’s  were  being 
required  to  possess  competence  that 
they  do  not  have  to  review  the  scientific 
validity  of  investigations. 

In  response  to  these  comments.  FDA 
has  restated  the  requirements  for 
membership  on  an  IRB.  Section  812.62(d) 
and  (e)  requires  that  IRB  members  be 
able  to  comprehend  the  nahire  of  the 
investigation.  If  additional  scientific 
competence  is  required,  §  812.62(e) 
permits  the  use  of  unvoting 
consultants.  FDA  does  not  expect  an 
IRB  to  render  judgments  as  to  the 
adequacy  of  the  statistical  and  design 
assumptions  on  which  the  investigation 
is  based  or  other  details  bearing  on  the 
validity  of  an  investigation.  An  IRB  ned 
not  exhaustively  examine  a  well- 
designed  investigation  to  assure  that  it 
yields  the  maximum  scientific  results. 
Nonetheless,  an  IRB  collectively  must  be 
able  to  evaluate  the  risks  and  scientific 
soundness  of  proposed  investigations  in 
order  to  determine,  for  example,  that  an 
investigation  is  not  disguised  quackery 
or  clearly  will  not  yield  useful  results,  fii 
particular,  an  IRB  must  be  able  to 
review  carefully  and  critically  a 
sponsor’s  characterization  of  an 
investigational  device  as  not  presenting 
a  significant  risk.  If  the  device  does 
present  a  significant  risk,  the 
investigation  may  not  begin  until  FDA 
has  approved  it. 

Minority  and  Sex  Representation 

106.  Comments  on  the  original 
proposal  suggested  that  an  IRB  be 
required  to  include  members  of  minority 
racial  groups  and  both  male  and  female 
members. 

FDA  agrees  with  the  comments,  but 
has  not  adopted  them  at  this  time.  An 
IRB  must  be  broadly  representative  of 
the  comunity  it  serves  and  must  not 
discriminate  against  any  group  in  its 
composition,  policies,  or  decisions.  FDA 
encourages  IRB’s  to  include  in  their 
membership  members  of  minority 
groups  and  both  women  and  men.  FDA 
believes,  however,  that  this  requirement 
should  be  considered  in  the  proceeding 
initiated  by  the  August  14, 1979 
reproposal  on  Standards  for  Institutional 
Review  Boards. 

Conflicts  of  Interest 

107.  Section  812.62(f)  prohibits 
investigators  and  sponsors  from 
participating  in  the  selection  of  IRB 


members  who  will  review  investigations 
conducted  or  sponsored  by  them.  In  the 
case  of  investigations  sponsored  by 
academic  institutions,  H)A  will 
entertain  requests  for  waivers  of  this 
provision. 

108.  Comments  on  the  original 
proposal  noted  that  members  of  an  IRB 
having  a  conflict  of  interest  seemed  to 
be  prohibited  from  furnishing 
information  requested  by  the  IRB. 

FDA  has  revised  §  812.65(a)(3)  to 
make  it  clear  that  members  having  a 
conflict  of  interest  may  furnish 
information  to  an  IRB  at  its  request. 

Quorum 

109.  Comments  on  the  original 
proposal  suggested  that  a  quorum 
include  at  least  one  scientist,  one 
licensed  physician,  and  one  lay  member. 

FDA  agrees  with  these  comments. 
Section  812.65(a)(2)  provides  for  a 
quorum  to  be  not  less  than  a  majority  of 
the  members  and  to  include  a  licensed 
physician,  a  nonphysician  scientist,  and 
one  member  whose  primary  activities 
are  in  a  nonscientific  field.  This 
requirement  ensures  a  mix  of 
backgrounds  and  disciplines  to  enable 
an  IRB  to  explore  all  facets  of  a 
proposed  investigation. 

110.  Comments  objected  to  the 
requirement  that  one  lay  member,  that 
is.  a  member  whose  primary  activities 
are  in  a  nonscientific  field,  and  a 
licensed  physician  be  present  in  every 
quorum  because  the  lay  member  or 
physician  could  exert  a  veto  on  IRB 
deliberations  by  being  absent. 

FDA  disagrees  with  the  comments. 
Under  §  812.65(a)(2),  only  if  the  IRB  has 
only  one  lay  member  and  only  one 
menfber  who  is  a  physician  could  such  a 
veto  occur.  FDA  believes  that  protection 
of  the  rights,  safety,  and  welfare  of 
subjects  is  enhanced  by  a  diversity  of 
the  members’  backgroimds.  FDA 
believes  that  the  need  for  diverse  points 
of  view  requries  that  all  investigations 
subject  to  ERB  review  obtain  review  by  a 
properly  composed  IRB.  The  absence  of 
a  lay  member  might  result  in  a  decision 
that  reflects  the  enthusiasm  of  the 
scientific  members,  but  fails  to  reflect 
community  standards  that  the  lay 
member  helps  to  represent. 

FDA  has  no  objection  to  an 
institution’s  disciplining  or  removing 
recalcitrant  members  who  fail  to  attend 
IRB  meetings,  or  adding  sufficient  lay 
members  so  that  absenteeism  is  not  a 
problem.  Such  actions  are  not  prohibited 
by  §  812.65(a)(2). 

111.  Comments  suggested  that  at  least 
one  member  have  a  biomedical 
engineering  backgroimd  to  ensure 
adequate  review  of  those  investigations  ^ 
that  involve  engineering  problems. 
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FDA  does  not  agree  that  a  biomedical 
engineer  member  should  be  required  in 
every  case.  An  IRB  may  obtain  the 
services  of  nonvoting  consultants  when 
necessary  to  delve  deeply  into 
engineering  or  scientific  matters.  FDA 
expects  that  members  of  an  IRB  will,  in 
any  event,  render  judgments  weighing 
all  factors  and  that  they  will  seek  expert 
assistance  if  necessary. 

FDA  cautions  that  a  member  whose 
primary  activities  are  in  a  scientihc 
field,  for  example,  biomedical 
engineering,  will  not  qualify  as  a  lay 
member.  A  biomedical  engineer, 
however,  would  satisfy  the  requirement 
of  §  812.62(b]  for  a  scientiHcally  trained 
member. 

For  purposes  of  this  regulation,  a 
social  scientist  is  considered  to  be  an 
individual  whose  primary  activities  are 
in  a  nonscientihc  held,  llius  a  social 
scientist  may  serve  as  a  lay  member  on 
an  IRB. 

IRB  Action  on  an  Investigation 

112.  Several  comments  asked  for 
clarification  of  the  criteria  FDA  wants 
IRB’s  to  use  in  reviewing  investigations. 

Section  812.65(a)(4)  clarihes  the 
criteria  for  disapproving  a  clinical 
investigation.  No  judgment  concerning 
the  statistical  validity  of  the  design  of  an 
investigation  is  required.  What  is 
required  of  an  IRB  that  disapproves  an 
investigation  is  a  judgment  that  the 
benefits  do  not  outweigh  the  risks  to 
subjects,  that  informed  consent  is 
inadequate,  that  the  proposed 
investigation  is  scientiRcally  unsound, 
that  there  is  reason  to  believe  that  the 
device  is  ineffective,  or  that  it  is 
otherwise  unreasonable,  unsafe, 
improper,  or  not  in  the  best  interests  of 
the  institution  to  begin  or  continue  the 
investigation.  FDA  no  longer  specifies 
the  factors  that  an  IRB  should  use  in 
arriving  at  its  decision,  but  refers  to  the 
factors  described  in  §  812.30(b).  Subpart 
F  states  precisely  the  factors  for 
evaluating  the  adequacy  of  informed 
consent. 

113.  Approval  with  modiHcation  under 
§  812.65(a)(4)  is  an  approval  with 
changes  made  in  the  investigational 
plan.  The  purpose  of  such  changes 
usually  will  be  to  reduce  or  eliminate 
risks  to  subjects  contained  in  the  plan 
submitted  to  the  IRB.  Suspension  under 

§  812.65(a)(4)  involves  temporary 
cessation  of  an  investigation,  an  action 
short  of  withdrawal  of  approval  that  an 
IRB  may  order  if  it  suspects  or  believes 
that  the  rights,  safety,  or  welfare  of 
subjects  are  in  jeopardy,  for  example 
due  to  an  adverse  device  effect.  After 
suspension,  an  IRB  may  determine 
whether  approval  should  be  withdrawn. 


114.  An  IRB  must  disapprove  or 
withdraw  approval  of  an  investigation  if 
it  Hnds  that  any  of  the  conditions  set 
forth  in  §  812.65(a)(4)  is  present.  In  ■ 
evaluating  safety,  an  IRB  should 
consider  only  those  incremental  or 
increased  risks  to  which  the  subjects 
will  be  exposed  by  participating  in  the 
research,  not  risks  to  which  subjects  are 
exposed  by  virtue  of  their  medical 
conditions.  Thus,  the  risk  to  be 
addressed  is  that  presented  by  the 
investigational  therapy  instead  of 
therapy  of  accepted  safety  and 
effectiveness. 

115.  Comments  suggested  that  the 

scientific  review  function  be  separated 
fi'om  IRB  review.  Several  comments 
envisioned  peer  review  followed  by  IRB 
review.  ^ 

FDA  has  not  adopted  these  specific 
comments.  Scientific  review  and  subject 
protection  are  inseparable.  The  IRB 
shoujd  assure  itself  of  the  scientific 
soundness  of  a  propoL  ad  investigation. 
The  procedures  by  which  the  IRB  may 
generate  that  assurance  are  not 
specified.  One  approach  would  be  for 
individual  members  of  an  IRB  with  a 
technical  background  to  comment  on  the 
technical  aspects  of  a  proposal  and  its 
scientific  acceptability.  If  necessary  to 
protect  subjects,  scientific  consultants 
should  be  employed.  Although  this 
regulation  does  not  mandate  peer 
review,  FDA  does  not  object  to  its  use 
as  one  mechanism  of  assuring  the 
scientific  soundness  of  investigations. 
FDA  cautions  that  because  of  the  many 
comments  received  on  this  aspect  of  the 
Aug.  14, 1979  IRB  reproposal,  further 
clarification  of  the  role  of  the  IRB  in  the 
review  of  clinical  investigations  will  be 
found  in  the  IRB  final  regulation. 

116.  Comments  suggested  that  IRB 
approval  should  be  final  without  further 
FDA  review. 

FDA  rejects  these  comments.  They 
reflect  a  view  that  the  IRB  has  the  total 
responsibility  to  evaluate  an 
investigation,  without  further  review  by 
FDA.  Although  FDA  expects  to  concur 
in  most  IRB  approvals,  FDA  has  a 
statutory  responsibility  for  final 
judgments  on  investigations.  Moreover, 
FDA  has  a  nationwide  perspective 
concerning  regulation  of  medical  device 
research  that  is  not  duplicated  in  local 
IRB’s. 

Waiver  of  IRB  Review 

117.  Comments  contended  that 

§  812.42(d)(1)  of  the  reproposal  would 
allow  waivers  of  IRB  review  in 
situations  where  this  review  is  required 
by  statute. 

FDA  has  deleted  the  provision  for 
waiver  of  IRB  review  in  view  of  strong 
policy  reasons  favoring  such  review,' 


expressed  in  section  520(g)  of  the  act, 
the  National  Commission  report 
mentioned  earlier  in  this  preamble,  and 
FDA’s  August  14, 1979  reproposal  on 
Standards  for  Institutional  Review 
Boards.  Section  520(g)(3)(A)  requires 
submission  of  an  IDE  application  to 
FDA  where  no  IRB  exists  or  FDA  finds 
that  an  IRB’s  process  of  review  is 
inadequate.  In  some  such  cases,  FDA 
may  refuse  to  approve  an  application 
because  of  the  need  for  IRB  review  to 
protect  subjects. 

118.  A  comment  argued  that  an  IRB 
should  be  considered  to  "exist,”  for 
purposes  of  section  520(g)(3)(A)(ii),  if  an 
IRB  exists  within  a  local  jurisdiction  but 
not  on  the  premises  where  the 
investigation  is  being  conducted. 

FDA  agrees  that  I^’s  can  review 
investigations,  or  parts  of  investigations, 
that  are  conducted  in  the  same  locale 
but  not  on  the  premises  of  the  institution 
that  created  the  IRB.  The  regulation 
allows,  but  does  not  require,  this  review. 
A  requirement  in  this  regulation  that  an 
IRB  review  studies  concucted  elsewhere 
than  at  the  institution  would  cause 
problems  that  most  IRB’s  are  now 
unprepared  to  solve.  ’This  issue  is  better 
addressed  in  the  proceeding  involving 
the  August  14, 1979  IRB  reproposal. 

Independence  of  IRB  Decisions 

119.  Section  812.65(c)  provides  that  the 
decision  of  one  IRB  on  an  investigation 
does  not  preclude  another  IRB  fi'om 
reaching  a  different  decision.  'This 
provision  clarifies  the  independent 
nature  of  IRB  decisions. 

120.  Comments  requested  clarification 
of  the  authority  of  other  institutional 
officials  to  review  IRB  decisions.  Some 
comments  suggested  that  an  IRB’s 
decsion  should  be  subject  to  appeal. 

FDA  disagrees  in  part  with  the  latter 
comments.  Only  an  ERB  should  approve 
an  investigation.  FDA  believes  that  only 
an  IRB  can  bring  together  the  diversity 
of  backgrounds  necessary  to  ensure  the 
protection  of  human  subjects.  The  value 
of  an  IRB’s  decision  to  disapprove  an 
investigation  would  be  undermined  if  it 
could  be  overruled.  The  same 
considerations  do  not  apply,  however, 
when  an  IRB  approval  is  overruled  by  a 
person  or  body  other  than  the  IRB 
because  human  subjects  are  not  thereby 
exposed  to  risks  that  an  IRB  has 
determined  to  be  unacceptable. 
'Therefore,  under  §  812.70,  an  institution 
may  overrule  an  IRB  decision  to  approve 
an  investigation. 

Responsibilities  of  In  vestigators 

121.  A  simplified  version  of  Subpart  E 
of  the  original  proposal  has  been 
incorporated  in  this  final  regulation. 
Investigator  responsibilities  concerning 
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inspections,  records,  reports,  and 
commercialization  of  the  device  are  set 
forth  in  Subpart  G. 

Informal  Requests  To  Participate  in 
Investigations 

122.  Comments  on  the  proposal  argued 
that  investigators  should  be  permitted  to 
determine  whether  potential  subjects 
would  be  interested  in  participating 
before  obtaining  IRB  and  FDA  approval. 

FDA  agrees  with  these  comments. 
Section  812.110(a)  has  been  rewritten  to 
permit  such  determinations  of  interest, 
short  of  requests  for  informed  consent. 

Disqualification 

123.  Section  812.119  of  the  original 
proposal  on  disqualification  of 
investigators,  which  received  many 
comments,  has  been  deleted. 
Disqualification  of  investigators  will  be 
addressed  in  FDA’s  final  regulation  on 
obligations  of  clinical  investigators  of 
regulated  articles. 

Informed  Consent 

124.  Subpart  F,  which  has  not  been 
changed  in  substance,  applies  to 
investigations  of  significant  and 
nonsignificant  risk  devices. 

125.  Several  comments  suggested  that 
§  812.120  include  a  procediue  for 
documenting  that  oral  informed  consent 
has  been  properly  obtained.  One 
comment  suggested  that  such  a 
procedure  would  be  appropriate  for  low- 
risk  studies. 

FDA  agrees  with  the  latter  comment. 

In  the  case  of  a  nonsignificant  risk 
device  investigation,  informed  consent 
need  not  be  evidenced  by  a  written 
document  signed  by  the  subject,  if  the 
investigator  obtains  and  dociunents  oral 
informed  consent. 

Section  812.122  also  allows 
documented  oral  informed  consent  in 
the  case  of  an  illiterate  subject,  or  an 
illiterate  representative  of  an 
incompetent  subject,  whether  the 
investigation  is  of  a  significant  risk  or  a 
nonsignificant  risk  device.  The  inclusion 
of  a  procedure  in  §  812.122  for 
documenting  oral  informed  consent  fi'om 
illiterate  subjects  is  not  meant  to  imply 
that  FDA  believes  that  illiterate 
individuals  are,  as  a  general  rule, 
suitable  subjects  in  device 
investigations.  Such  a  procedure  is 
necessary,  however,  to  cover  the 
situation  where  a  study  population 
includes  illiterates,  in  order  to  permit 
those  individuals  to  have  the  same 
access  to  investigational  devices  that 
other  individuals  have. 

126.  Sections  812.122,  812.123,  and 
812.130  have  been  shortened  and 
simplified  without  change  in  meaning. 

For  example,  the  prohibition  against 


obtaining  informed  consent  through 
coercion,  deception,  or  undue  influence 
also  prohibits  obtaining  informed 
consent  through  fraud,  deceit,  force,  or 
duress.  When  FDA  publishes  final 
agency-wide  regulations  on  informed 
consent,  based  on  the  August  14, 1979 
proposal,  FDA  will  publish  conforming 
changes  in  Subpart  F. 

127.  The  requirements  of  proposed 
S  812.123(b)  that  mandate  the 
documentation  and  reporting  of  the  use 
of  a  device  without  obtaining  informed 
consent  are  now  found  in 

§§  812.140(a)(3)(i)  and  812.150  (a)(5)  and 
•(b)(8). 

128.  A  comment  on  reproposed 

§  812.123  suggested  that  the  requirement 
to  obtain  informed  consent  be  waived  in 
those  situations  where  obtaining 
informed  consent  would  interfere  with 
protection  of  a  subject’s,bodily  function. 

FDA  rejects  this  comment.  Section 
520(g)(3)(D)  of  the  act  specifies  clearly 
the  situations  in  which  the  requirement 
to  obtain  informed  consent  may  be 
waived.  The  only  permissible  waiver  of 
such  consent  is  iJF  a  life-threatening 
situation  exists  and  it  is  not  feasible  to 
obtain  consent  from  the  subject  or  the 
subject’s  legal  representative. 

129.  Another  comment  objected  that 
to  comply  with  Subpart  F  many 
hospitals  will  be  required  to  revise 
existing  informed  consent  forms. 

FDA  rejects  the  comment  Revision  of 
forms  may,  indeed,  be  necessary,  but 
Congress  intended  that  result  when  it 
enacted  the  amendments  and  provided 
specific  guidance  on  the  elements  of 
informed  consent. 

130.  A  comment  suggested  that 

§  812.130  be  altered  to  permit  placebo 
studies. 

FDA  rejects  the  comment.  No  change 
is  required  because  placebo  studies  are 
not  prohibited. 

Records  and  Reports 

131.  Subpart  G,  dealing  with  records, 
reports,  and  inspections,  consolidates 
requirements  applicable  to  sponsors, 
investigators,  and  IRB’s.  ’These 
requirements  were  previously  scattered 
throughout  Subparts  C  through  F  of  the 
original  proposal  and  reproposal. 

Inspections 

132.  Comments  on  the  original 
proposal  objected  that  sponsors  or 
investigators  should  not  be  held 
responsible  for  failure  to  grant  access  to 
facilities  for  FDA  inspection  in  cases 
where  the  sponsor  or  investigator  lacks 
proprietary  or  other  authority  to  grant 
this  access. 

FDA  agrees  with  the  comment.  Final 
S  812.145(a)  requires  a  person  who  is  a 
sponsor  or  investigator  to  permit  FDA 


representatives  to  inspect  those 
facilities  to  which  the  person  has 
authority  to  grant  access. 

133.  Many  comments  on  the  original 
proposal  objected  to  the  provision  that 
required  FDA  access  to  patient  records 
and  names  on  the  grounds  that  it 
violates  patient  confidentiality  and 
investigator  ethics. 

FDA  rejects  the  comments.  FDA 
believes  Aat  the  provisions  must  be 
retained  because  inspection  is  the  only 
feasible  way  of  verii^ng  that  actual 
subjects  were  used,  that  their  rights 
were  protected,  and  that  reports  to 
sponsors  and  IRB’s  were  accurate.  FDA 
believes  that  most  subjects  would 
approve  of  this  requirement  because  it  is 
designed  to  protect  them  from  unethical 
practices.  FDA  advises,  however,  that 
this  authority  will  be  used  carefully. 
Investigators  are  encouraged  to  make 
clear  to  potential  subjects  at  the  time 
informed  consent  is  obtained  that  their 
records  may  be  examined  by  FDA. 

Records 

134.  Section  812.140(a)  requires 
investigators  to  maintain  records  of 
relevant  correspondence,  device  receipt, 
use,  and  disposition,  subjects’  case 
history  and  device  exposure,  and  a 
current  copy  of  the  protocol.  FDA  may 
require  that  other  records  be  kept  if  FDA 
determines  it  is  necessary  for  a  category 
of  investigations  or  a  particular  — 
investigation.  For  example,  in  Part  813 
FDA  has  imposed  certan  special 
requirements  for  investigations  of  lOL’s, 
to  ensure  traceability  of  the  devices 
after  implantation. 

135.  Section  812.140(b)  requires 
sponsors  to  maintain  records  of  relevant 
correspondence,  device  shipment  and 
disposition,  signed  investigator 
agreements,  and  adverse  device  effects. 
Relevant  correspondence  includes 
copies  of  materials  submitted  to  FDA  in 
support  of  an  IDE  application.  Special 
recordkeeping  requirements,  discussed 
in  paragraph  136,  apply  to  sponsors  of 
nonsignificant  risk  device  investigations. 
FDA  may  require  a  sponsor  to  keep 
other  records  if  FDA  determines  they 
are  necessary  for  a  category  of 
investigation  or  a  particular 
investigation. 

Records  of  Nonsignificant  Risk  Device 
Investigations 

136.  To  implement  its  decision  to 
reduce  regulation  of  nonsignificant  risk 
device  investigations,  FDA  has  added 
special  recori^eeping  requirements  for 
sponsors  of  such  investigations.  Section 
812.140(b)(4)  requires  these  sponsors  to 
maintain  records  of  such  investigations 
in  one  location  and  make  them  available 
for  FDA  inspection  and  copying. 
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Required  records  include:  the  name  and 
intended  use  of  the  device,  the 
objectives  of  the  investigation,  a  brief 
explanation  of  why  the  device  is  not  a 
significant  risk  device,  the  name  and 
address  of  each  investigator,  the  name 
and  address  of  each  IRB  that  reviewed 
the  investigation,  a  statement  of  the 
extent  to  which  Ae  good  manufacturing 
practice  regulation  in  Part  820  will  be 
followed,  and  a  copy  of  any  quality 
assurance  program,  and  records 
concerning  adverse  device  effects  and 
complaints. 

137.  Section  812.140(c)  requires  that 
each  IRB  maintain  records  of  relevant 
correspondence,  membership  and  its 
members'  employment  relationships, 
and  relevant  minutes. 

Retention  Period 

138.  Comments  suggested  that  the  2- 
year  and  5*year  retention  requirements 
for  records  were  confusing  and  served 
no  useful  purpose. 

In  response  to  the  comments,  FDA  has 
changed  the  regulation  to  require  that 
records  be  retained  for  a  2-year  period 
after  the  later  of  two  dates:  The  date 
when  the  investigation  is  terminated  or 
completed,  or  the  date  when  the 
investigation  is  no  longer  required  to 
support  approval  of  an  application  for 
premarket  approval  or  a  notice  of 
completion  of  a  product  development 
protocol. 

Transfer  of  Records  Custody 

139.  Custody  of  records  may  be 
transferred,  as  reproposed,  but  the 
transferee  must  accept  responsibility  for 
such  records  including  the  requirement 
to  permit  FDA  inspection  and  copying 
under  S  812.145.  FDA  must  be  notified 
within  10  working  days  of  such  a 
transfer.  The  requirement  that  the 
transferee  accept  responsibility  and  that 
notice  be  given  to  FDA  were  added  to 
close  possible  regulatory  loopholes. 

Reporting  Requirements 

140.  Section  812.150(a]  requires 
investigators  to  submit  reports  to 
sponsors,  IRB’s,  and  FDA,  as  specified, 
on  unanticipated  adverse  device  effects, 
withdrawal  of  IRB  approval,  progress  of 
the  investigation,  deviations  from  the 
investigational  plan,  use  of  a  device 
without  informed  consent,  termination 
or  completion  of  an  investigation,  and 
other  matters  upon  request  by  a 
reviewing  IRB  or  FDA. 

141.  Comments  on  the  reproposal 
suggested  that  IRB’s  receive  reports  of 
unanticipated  adverse  device  effects. 

FDA  agrees  with  the  comments,  and 
§  812.150  (a)(1)  and  (b)(1)  so  provide. 

This  change  and  those  described  in 
paragraphs  144, 145,  and  146  below  will 


strengthen  the  ability  of  IRB’s  to  review 
investigations.  . 

142.  Comments  suggested  that  the 
time  allowed  for  reporting  unanticipated 
adverse  device  effects  be  extended  fix)m 
5  to  10  days,  and  that  the  time  period  be 
stated  in  working  days  rather  than 
calendar  days. 

FDA  agrees  with  the  comments  and 
has  amended  $  812.150(a)(1) 
accordingly. 

143.  Section  812.150(b)(4)  requires  the 
sponsor  to  provide  FDA  with  a  current 
list  of  investigators  at  6-month  intervals. 
This  provision  applies  only  to 
investigations  of  significant  risk  devices. 
The  purpose  of  the  list  is  explained  in 
paragraph  69  above. 

144.  A  comment  suggested  that 
sponsors  notify  all  reviewing  IRB’s  when 
an  investigation  is  terminated  or 
completed. 

Section  812.150(b)(7)  adopts  the 
suggestion  with  respect  to  significant 
risk  device  investigations. 

145.  A  comment  suggested  that 
progress  reports  and  a  final  report  be 
submitted  to  reviewing  IRB’s. 

FDA  has  adopted  this  comment  as 
well,  with  respect  to  both  significant  risk 
device  investigations  and  nonsignificant 
risk  device  investigations,  and 
§  812.150(b)(5)  so  provides. 

146.  A  comment  suggested  that  the 
regulation  require  sponsors  to  notify  all 
reviewing  IRB’s,  as  well  as  FDA,  of 
sponsors’  requests  to  return  or  dispose 
of  devices. 

FDA  agrees  and  has  amended 
§  812.150(b)(6)  accordingly. 

Therefore,  imder  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  301,  501, 
502,  520,  701(a),  702,  704,  801,  52  Stat. 
1042-1043  as  amended,  1049-1051  as 
amended,  1055, 1056-1058  as  amended, 

67  Stat.  476-477  as  amended,  90  Stat. 
565-574  (21  U.S.C.  331,  351,  352,  360], 
371(a),  372,  374,  381))  and  under 
authority  delegated  to  the  Commissioner 
of  Food  and  Drugs  (21  CFR  5.1),  Chapter 
I  of  Title  21  of  the  Code  of  Federal 
Regulations  is  amended  as  follows: 

PART  16— REGULATORY  HEARING 
BEFORE  THE  FOOD  AND  DRUG 
ADMINISTRATION 

1.  By  revising  in  §  16.1(b)(1)  the 
statutory  provision  paragraph  for 
section  520(g)(4)  and  (5)  of  the  act,  to 
read  as  follows: 

§  16.1  Scope. 

♦  *  *  *  • 

(b)*  *  * 

(1)  Statutory  provisions: 

***** 

Section  520(g)(4)  and  (5)  of  the  act 
relating  to  disapproval  and  withdrawal 


of  approval  of  an  application  for  an  ^ 
investigational  device  exemption  (see 
§§  812.19(c),  812.30(c),  813.30(d).  and 
813.35(c)). 

***** 

PART  20— PUBLIC  INFORMATION 

2.  By  amending  §  20.100  by  reserving 
paragraph  (c)(32)  and  adding  new 
paragraph  (c)(33),  to  read  as  follows: 

§  20.100  Applicability;  crose-reference  to 
other  regulations. 

*  *  *  *  * 

-  (c)  *  *  * 

(32)  [Reserved] 

(33)  Investigational  device  exemptions 
in  §  812.38  of  this  chapter. 

PART  809— IN  VITRO  DIAGNOSTIC 
PRODUCTS  FOR  HUMAN  USE 

3.  By  revising  §  809.10(c)  to  read  as 
follows: 

§  809.10  Labeling  for  in  vitro  diagnostic 
products. 

***** 

(c)  A  shipment  or  other  delivery  of  an 
in  vitro  diagnostic  product  shall  be 
exempt  from  the  requirements  of 
paragraphs  (a)  and  (b)  of  this  section 
and  from  a  standard  promulgated  under 
Part  861  of  this  chapter 

(1)  In  the  case  of  a  shipment  or 
delivery  for  an  investigation  subject  to 
Part  812,  if  there  has  been  compliance 
with  Part  812:  or 

(2)  In  the  case  of  a  shipment  or 
delivery  for  an  investigation  that  is  not 
subject  to  Part  812  (see  §  812.2(c]),  if  the 
following  conditions  are  met: 

(i)  For  a  product  in  the  laboratory 
research  phase  of  development,  and  not 
represented  as  an  effective  in  vitro 
diagnostic  product,  all  labeling  bears  the 
statement,  prominently  placed:  “For 
Research  Use  Only.  Not  for  use  in 
diagnostic  procedures.” 

(ii)  For  a  product  being  shipped  or 
delivered  for  product  testing  prior  to  full 
commercial  marketing  (for  example,  for 
use  on  specimens  derived  from  humans 
to  compare  the  usefulness  of  the  product 
with  other  products  or  procedures  which 
are  in  current  use  or  recognized  as 
useful),  all  labeling  bears  the  statement, 
prominently  placed:  “For  Investigational 
Use  Only.  The  performance 
characteristics  of  this  product  have  not 
been  established.” 

(iii)  The  person  making  a  shipment  or 
delivery  under  paragraph  (c)(2)(ii)  of  this 
section  shall  submit  to  FDA  at  the 
address  in  §  812.19  a  notification  that 
such  shipments  are  being  made. 

4.  By  adding  new  Part  812  to  read  as 
follows: 


Federal  Register  /  Vol.  45,  No.  13  /  Friday,  January  18;  1980  /'Rules  and  Regulations 


3751 


PART  812— INVESTIGATIONAL 
DEVICE  EXEMPTIONS 

Subpart  A— General  Provisions 

812.1  Scope. 

812.2  Applicability. 

812.3  Definitions. 

812.5  Labeling  of  investigational  devices. 
812.7  Prohibition  of  promotion  and  other 
practices. 

812.10  Waivers. 

812.18  Import  and  export  requirements. 

812.19  Address  for  correspo^ence. 

Subpart  B— Application  and  Administrative 
Action 

812.20  Application. 

812.25  Investigational  plan. 

812.27  Report  of  prior  investigations. 

812.30  H3A  action  on  applications. 

812.35  Supplemental  applications. 

812.38  Conifidentiaiity  of  data  and 
information. 

Subpart  C— Responsibilities  of  Sponsors 

812.40  General  responsibilities  of  sponsors. 
812.43  Selecting  investigators  and  monitors. 

812.45  Informing  investigators. 

812.46  Monitoring  investigaticHis. 

Subpart  D— Responsibilities  of  InstHutionai 
Review  Boards 

812.60  General  responsibilities  of 
Institutional  Review  Boards. 

812.62  Membership. 

812.65  Procedures. 

812.70  Review  of  ERB  actions. 

Subpart  E— Responsibilities  of 
Investigators. 

812.100  General  responsibilities  of 
investigators. 

812.110  Specific  responsibilities  of 
investigators. 

Subpart  F— Informed  Consent 

812.120  General. 

812.122  Requirements. 

812.123  Exception. 

612.130  Elements  of  informed  ctmsenL 

Subpart  G — Records  mid  Reports 

812.140  Records. 

812.145  Inspections. 

812.150  Reports. 

Subpart  A— General  Provisions 
§812.1  Scope. 

(a)  The  purpose  of  this  part  is  to 
encourage,  to  the  extent  consistent  with 
the  protection  of  public  health  and 
safety  and  with  ethical  standards,  the 
discovery  and  development  of  useful 
devices  intended  for  hiunan  use,  and  to 
that  end  to  maintain  optimum  freedom 
for  scientific  investigators  in  their 
pursuit  of  this  purpose.  This  part 
provides  procedures  for  the  conduct  of 
clinical  investigations  of  devices.  An 
approved  investigational  device 
exemption  (IDE)  permits  a  device  that 
otherwise  would  be  required  to  comply 
with  a  performance  standard  or  to  have 


premarket  approval  to  be  shipped  . 
lawfully  for  the  purpose  of  conducting 
investigations  of  that  device.  An  IDE 
approved  imder  §  812.30  or  considered 
approved  under  §  812.2(b)  exempts  a 
device  from  the  requirements  of  the 
following  sections  of  the  act  and 
regulations  issued  thereimden 
Misbranding  under  section  502, 
registration,  listing,  and  premarket 
notification  under  section  510, 
performance  standards  under  section 

514,  premarket  approval  under  section 

515,  a  banned  device  regulation  under 
section  516,  records  and  reports  under 
section  519,  restricted  device 
requirements  under  section  520(e),  good 
manufacturing  practice  requirements 
undei  section  520(f)  (unless  the  sponsor 
states  an  intention  to  comply  with  these 
requirements  imder  §  812.20(b)(3)  or 

§  812.140(b)(4)(v))  and  color  additive 
requirements  under  section  706. 

(b)  References  in  this  part  to 
regulatory  sections  of  the  Code  of 
Federal  Regulations  are  to  Chapter  I  of 
Title  21,  unless  otherwise  noted. 

§812.2  AppNcabiitty. 

(a)  General.  This  part  applies  to  all 
clinical  investigations  of  devices  to 
determine  safety  and  effectiveness, 
except  as  provided  in  paragraph  (c)  of 
this  section. 

(b)  Abbreviated  requirements.  The 
following  categories  of  investigations 
are  considered  to  have  approved 
applications  for  IDE’s,  unless  FDA  has 
notified  a  sponsor  under  §  812.20(a)  that 
approval  of  an  application  is  required: 

(1)  An  investigation  of  a  device  other 
than  a  significant  risk  device,  if  the 
device  is  not  a  banned  device  and  the 
sponsor 

(i)  Labels  the  device  in  accordance 
with  §  812.5; 

(ii)  Obtains  IRB  approval  of  the 
investigation  after  presenting  the 
reviewing  IRB  with  a  brief  explanation 
of  why  the  device  is  not  a  significant 
risk  device,  and  maintains  such 
approval; 

(iii)  Ensures  that  each  investigator 
participating  in  an  investigation  of  the 
device  obtains  and  documents  informed 
consent  imder  Subpart  F  for  each 
subject  under  the  investigator’s  care; 

(iv)  Complies  with  the  requirements  of 
§  812.46  with  respect  to  monitoring 
investigations; 

(v)  Maintains  the  records  required 
under  §  812.140(b)  (4)  and  (5)  and  makes 
the  reports  requir^  under  §  812.150(b) 
(1)  through  (3)  and  (5)  through  (10); 

(vi)  Ensures  that  participating 
investigators  maintain  the  records 
required  by  §  812.140(a)(3)(i)  and  make 
the  reports  required  under  §  812.150(a) 
(1),  (2),  (5),  and  (7);  and 


(vii)  Complies  with  the  prohibitions  in 
§  812.7  against  promotion  and  other 
practices. 

(2)  An  investigation  of  a  device  other 
than  one  subject  to  paragraph  (e)  of  this 
section,  if  the  investigation  was  begim 
on  or  before  July  16, 1980,  and  to  be 
completed,  and  is  completed,  on  or 
before  January  19, 1981. 

(c)  tempted  investigations.  This  part 
does  not  apply  to  investigations  of  the 
following  categories  of  devices: 

(1)  A  device,  other  than  a  transitional 
device,  in  commercial  distribution 
immediately  before  May  28, 1976,  when 
used  or  investigated  in  accordance  with 
the  indications  in  labeling  in  effect  at 
that  time. 

(2)  A  device,  other  than  a  transitional 
device,  introduced  into  conunercial 
distribution  on  or  after  May  28, 1976, 
that  FDA  has  determined  to  be 
substantially  equivalent  to  a  device  in 
commercial  distribution  immediately 
before  May  28, 1976,  and  that  is  used  or 
investigated  in  accordance  with  the 
indications  in  the  labeling  FDA 
reviewed  under  Subpart  E  of  Part  807  in 
determining  substantial  equivalence. 

(3)  A  diagnostic  device,  if  the  sponsor 
complies  with  applicable  requirements 
in  §  809.10(c)  and  if  the  testing  (i)  is 
noninvasive,  (ii)  does  not  require  an 
invasive  sampling  procedure  that 
presents  significant  risk,  (iii)  does  not  by 
design  or  intention  introduce  energy  into 
a  subject  and  (iv)  is  not  used  as  a 
diagnostic  procedure  without 
confirmation  of  the  diagnosis  by 
another,  medically  established 
diagnostic  product  or  procedure. 

(4)  A  device  undergoing  consumer 
preference  testing,  testing  of  a 
modification,  or  testing  of  a  combination 
of  two  or  more  devices  in  commercial 
distribution,  if  the  testing  is  not  for  the 
purpose  of  determining  safety  or 
effectiveness  and  does  not  put  subjects 
at  risk. 

(5)  A  device  intended  solely  for 
veterinary  use. 

(6)  A  device  shiped  solely  for  research 
on  or  with  laboratory  animals  and 
labeled  in  accordance  with  §  812.5(c). 

(7)  A  custom  device  as  defined  in 
§  812.3(b),  unless  the  device  is  being 
used  to  determine  safety  or 
effectiveness  for  commercial 
distribution. 

(8)  An  intraocular  lens.  An  intraocular 
lens  shall  not  be  used  unless  it  is  subject 
to  an  approved  IDE  under  Part  813  or  an 
approved  application  for  premarket  - 
approval  under  section  515  of  the  act. 

(d)  Limit  on  certain  exemptions.  In  the 
case  of  class  II  or  class  III  device 
described  in  paragraph  (c)(1)  or  (2)  of 
this  section,  this  part  applies  beginning 
on  the  date  stipulated  in  an  FDA 
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regulation  or  order  that  calls  for  the 
submission  of  premarket  approval 
applications  for  an  unapproved  class  III 
device,  or  establishes  a  performance 
standard  for  a  class  n  device. 

(e)  Investigations  subject  to  IND’s.  A 
sponsor  that,  on  July  16, 1980,  has  an 
effective  investigational  new  drug 
exemption  (IND)  for  an  investigation  of 
a  device  shall  continue  to  comply  with 
the  requirements  of  Part  312  until  90 
days  after  that  date.  To  continue  the 
investigation  after  that  date,  a  sponsor 
shall  comply  with  paragraph  (b)(1)  of 
this  section,  if  the  device  is  not  a 
significant  risk  device,  or  shall  have 
obtained  FDA  approval  under  §  812.30 
of  an  IDE  application  for  the 
investigation  of  the  device. 

S  812.3  Definitions. 

(a)  "Act”  means  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (sections  201- 
901,  52  Stat.  1040  et  seq.,  as  amended  (21 
U.S.C.  301-392)). 

(b)  "Custom  device”  means  a  device 
that: 

(1)  Necessarily  deviates  from  devices 
generally  available  or  from  an 
applicable  performance  standard  or 
premarket  approval  requirement  in 
order  to  comply  with  the  order  of  an 
individual  physician  or  dentist; 

(2)  Is  not  generally  available  to.  or 
generally  used  by,  t)ther  physicians  or 
dentists; 

(3)  Is  not  generally  available  in 
finished  form  for  purchase  or  for 
dispensing  upon  prescription; 

(4)  Is  not  offered  for  commercial 
distribution  through  labeling  or 
advertising;  and 

(5)  Is  intended  for  use  by  an 
individual  patient  named  in  the  order  of 
a  physician  or  dentist,  and  is  to  be  made 
in  a  specific  form  for  that  patient,  or  is 
intended  to  meet  the  special  needs  of 
the  physician  or  dentist  in  the  course  of 
professional  practice. 

(c)  "FDA”  means  the  Food  and  Drug 
Administration. 

(d)  "Implant”  means  a  device  that  is 
placed  into  a  surgically  or  natimally 
formed  cavity  of  the  human  body  if  it  is 
intended  to  remain  there  for  a  period  of 
30  days  or  more.  FDA  may,  in  order  to 
protect  public  health,  determine  that 
devices  placed  in  subjects  for  shorter 
periods  are  also  "implants”  for  purposes 
of  this  part. 

(e)  "Institution”  means  a  person,  other 
than  an  individual,  who  engages  in  the 
conduct  of  research  on  subjects  or  in  the 
delivery  of  medical  services  to 
individuals  as  a  primary  activity  or  as 
an  adjunct  to  providing  residential  or 
custo^al  care  to  humans.  The  term 
includes,  for  example,  a  hospital, 
retirement  home,  confinement  facility. 


academic  establishment,  and  device 
manufacturer.  The  term  has  the  same 
meaning  as  "facility”  in  section  520(g)  of 
the  act. 

(f)  "Institutional  review  board”  (IRB) 
means  any  board,  committee,  or  other 
group  formally  designated  by  an 
institution  to  approve  and  review 
investigations.  The  term  has  the  same 
meaning  as  "institutional  review  . 
committee”  in  section  520(g)  of  the  act 

(g)  "Investigational  device”  means  a 
device,  including  a  transitional  device, 
that  is  the  object  of  an  investigation. 

(h)  "Investigation”  means  a  clinical 
investigation  or  research  involving  one 
or  more  subjects  to  determine  the  safety 
or  effectiveness  of  a  device. 

(i)  "Investigator”  means  an  individual 
who  actually  conducts  an  investigation, 
that  is,  imder  whose  immediate 
direction  the  investigational  device  is 
administered,  dispensed,  or  used. 

(j)  "Monitor,”  when  used  as  a  noim, 
means  an  individual  designated  by  a 
sponsor  or  contract  research 
organization  to  oversee  the  progress  of 
an  investigation.  The  monitor  may  be  an 
employee  of  a  spon^r  or  a  consultant  to 
the  sponsor,  or  an  employee  of  or 
consultant  to  a  contract  research 
organization.  "Monitor,”  when  used  as  a 
verb,  means  to  oversee  an  investigation. 

(k)  “Noninvasive,”  when  applied  to  a 
diagnostic  device  or  procedure,  means 
one  that  does  not  by  design  or  intention: 

(1)  Penetrate  or  pierce  the  skin  or 
mucous  membranes  of  the  body,  the 
ocular  cavity,  or  the  urethra,  or  (2)  enter 
the  ear  beyond  the  external  auditory 
canal,  the  nose  beyond  the  nares,  the 
mouth  beyond  the  pharynx,  the  anal 
canal  beyond  the  rectum,  or  the  vagina 
beyond  the  cervical  os.  For  purposes  of 
this  part,  blood  sampling  that  involves 
simple  venipuncture  is  considered 
noninvasive,  and  the  use  of  surplus 
samples  of  body  fluids  or  tissues  that 
are  left  over  from  samples  taken  for 
noninvestigational  purposes  is  also 
considered  noninvasive. 

(l)  "Person”  includes  any  individual, 
partnership,  corporation,  association, 
scientific  or  academic  establishment. 
Government  agency  or  organizational 
unit  of  a  Government  agency,  and  any 
other  legal  entity. 

(m)  “Significant  risk  device”  means  an 
investigational  device  that: 

(1)  Is  intended  as  an  implant  and 
presents  a  potential  for  serious  risk  to 
the  health,  safety,  or  welfare  of  a 
subject; 

(2)  Is  purported  or  represented  to  be 
for  a  use  in  supporting  or  sustaining 
human  life  and  presents  a  potential  for 
serious  risk  to  the  health,  safety,  or 
welfare  of  a  subject; 


(3)  Is  for  a  use  of  substantial 
importance  in  diagnosing,  curing, 
mitigating,  or  treating  disease,  or 
otherwise  preventing  impairment  of 
human  health  and  presents  a  potential 
for  serious  risk  to  the  health,  safety,  or 
welfare  of  a  subject;  or 

(4)  Otherwise  presents  a  potential  for 
serious  risk  to  the  health,  safety,  or 
welfare  of  a  subject. 

(n)  "Sponsor”  means  a  person  who 
initiates,  but  who  does  not  actually 
conduct,  the  investigation,  that  is,  the 
investigational  device  is  administered, 
dispensed,  or  used  under  the  immediate 
direction  of  another  individual.  A  person 
other  than  an  individual  that  uses  one  or 
more  of  its  own  employees  to  conduct 
an  investigation  that  it  has  initiated  is  a 
sponsor,  not  a  sponsor-investigator,  and 
the  employees  are  investigators. 

(o)  "Sponsor-investigator”  means  an 
in^vidual  who  both  initiates  and 
actually  conducts,  alone  or  with  others, 
an  investigation,  that  is,  under  whose 
immediate  direction  the  investigational 
device  is  administered,  dispensed,  or 
used.  The  term  does  not  include  any 
person  other  than  an  individual.  The 
obligations  of  a  sponsor-investigator 
under  this  part  include  those  of  an 
investigator  and  those  of  a  sponsor. 

(p)  “Subject”  means  a  human  who 
participates  in  an  investigation,  either  as 
an  individual  on  whom  or  on  whose 
specimen  an  investigational  device  is 
used  or  as  a  control.  A  subject  may  be  in 
normal  health  or  may  have  a  medical 
condition  or  disease. 

(q)  ‘Termination”  means  a 
discontinuance,  by  sponsor  or  by 
withdrawl  of  IRB  or  FDA  approval,  of  an 
investigation  before  completion. 

(r)  “Transitional  device”  means  a 
device  subject  to  section  520(1)  of  the 
act  that  is,  a  device  that  FDA 
considered  to  be  a  new  drug  or  an 
antibiotic  drug  before  May  28, 1976. 

(s)  “Unanticipated  adverse  device 
effect”  means  any  serious  adverse  effect 
on  health  or  safety  or  any  life- 
threatening  problem  or  death  caused  by, 
or  associated  with',  a  device,  if  that 
effect,  problem,  or  death  was  not 
previously  identified  in  nature,  severity, 
or  degree  of  incidence  in  the 
investigational  plan  or  application 
(including  a  supplementary  plan  or 
application),  or  any  other  unanticipated 
serious  problem  associated  with  a 
device  that  relates  to  the  rights,  safety, 
or  welfare  of  subjects. 

§  812.5  Labeling  of  investigational 
devices. 

(a)  Contents.  An  investigational 
device  or  its  immediate  package  shall 
bear  a  label  with  the  following 
information:  The  name  and  place  of 
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business  of  the  manufactxurer,  packer,  or 
distributor  (in  accordance  with  $  801.1); 
the  quantity  of  contents  if  appropriate; 
all  relevant  contraindications,  hazards, 
adverse  effects,  interfering  substances 
or  devices,  warnings,  and  precautions; 
and  the  following  statement: 

“CAUTION — Investigational  device. 
Limited  by  Federal  (or  United  States) 
law  to  investigational  use.” 

(b)  Prohibitions.  Hie  labeling  of  an 
investigational  device  shall  not  bear  any 
statement  that  is  false  or  misleading  in 
any  particular  and  shall  not  represent 
that  the  device  is  safe  or  effective  for 
the  purposes  for  which  it  is  being 
investigated. 

(c)  Animal  research.  An 
investigational  device  shipped  solely  for 
research  on  or  with  laboratory  animals 
shall  bear  on  its  label  the  following 
statement:  “CAUTION — ^Device  for 
investigational  use  in  laboratory 
animals  or  other  tests  that  do  not 
involve  human  subjects.” 

S  812.7  Prohibition  of  promotion  and 
other  practicee. 

A  sponsor,  investigator,  or  any  person 
acting  for  or  on  behalf  of  a  sponsor  or 
investigator  shall  not: 

(a)  Promote  or  test  market  an 
investigational  device,  until  after  FDA 
has  approved  the  device  for  commercial 
distribution. 

(b)  Commercialize  an  investigational 
device  by  charging  the  subjects  or 
investigators  for  a  device  a  price  larger 
than  that  necessary  to  recover  costs  of 
manufactiu%,  research,  development, 
and  handling. 

(c)  Unduly  prolong  an  investigation.  If 
data  developed  by  the  investigation 
indicate  in  the  case  of  a  class  III  device 
that  premarket  approval  cannot  be 
justihed  or  in  the  case  of  a  class  II 
device  that  it  will  not  comply  with  an 
applicable  performance  standard  or  an 
amendment  to  that  standard,  the 
sponsor  shall  promptly  terminate  the 
investigation. 

(d)  Represent  that  an  investigational  < 
device  is  safe  or  effective  for  the 
purposes  for  which  it  is  being 
investigated. 

§  812.10  Waivers. 

(a)  Request.  A  sponsor  may  request 
FDA  to  waive  any  requirement  of  this 
part.  A  waiver  request,  with  supporting 
documentation,  may  be  submitted 
separately  or  as  part  of  an  application  to 
the  address  in  §  812.19. 

(b)  FDA  action.  FDA  may  by  letter 
grant  a  waiver  of  any  requirement  that 
FDA  finds  is  not  required  by  the  act  and 
is  unnecessary  to  protect  the  rights, 
safety,  or  welfare  of  human  subjects. 


(c)  Effect  of  request.  Any  requirement 
shall  continue  to  apply  unless  and  until 
FDA  waives  it. 

§812.18  Import  and  export  requirements. 

(a)  Imports.  In  addition  to  complying 
with  other  requirements  of  this  part,  a 
person  who  imports  or  offers  for 
importation  an  investigational  device 
subject  to  this  part  shall  be  the  agent  of 
the  foreign  exporter  with  respect  to 
investigations  of  the  device  and  shall 
act  as  the  sponsor  of  the  clinical 
investigation,  or  ensure  that  another 
person  acts  as  the  agent  of  the  foreign 
exporter  and  the  sponsor  of  the 
investigation. 

(b)  Exports.  A  person  exporting  an 
investigational  device  subject  to  this 
part  shall  obtain  FDA’s  prior  approval, 
as  required  by  section  801(d]  of  the  act 

§812.19  Address  for  IDE 
correspondence. 

All  applications,  supplemental 
applications,  reports,  requests  for 
waivers,  requests  for  import  or  export 
approvaL  and  other  correspondence 
relating  to  matters  covered  by  this  part 
shall  be  addressed  to  the  Bureau  of 
Medical  Devices,  Document  Control' 
Center  (HFK-20).  Food  and  Drug 
Administration,  8757  Georgia  Ave., 
Silver  Spring,  MD  20910.  Tlie  outside 
wrapper  of  each  submission  shall  state 
what  the  submission  is,  for  example  an 
“IDE  application,”  a  "supplemental  IDE 
application,”  or  “correspondence 
concerning  an  IDE  (or  an  IDE 
application).” 

Subpart  B— Application  and 
Administrative  Action 

§812.20  Application. 

(a)  Submission.  (1)  A  sponsor  shall 
submit  an  application  to  FDA  if  the 
sponsor  intends  to  use  a  significant  risk 
device  in  an  investigation  or  if  FDA 
notifies  the  sponsor  that  an  application 
is  required  for  an  investigation. 

(2)  A  sponsor  shall  submit  an 
investigational  plan  and  a  report  of  prior 
investigations  to  an  IRB  for  approval, 
and  obtain  IRB  approval,  before 
submitting  an  application  to  FDA  for 
approval.  If  no  IRB  exists  or  if  FDA  finds 
that  an  IRB’s  review  is  inadequate,  a 
sponsor  may  submit  an  application  to 
FDA  without  first  seeking  and  obtaining 
an  IRB’s  approval  of  the  investigation;  in 
such  a  case,  however.  FDA  may  refuse 
to  approve  the  application  without  prior 
IRB  approval  of  the  investigation  if  FDA 
finds  that  IRB  review  is  necessary  to 
assure  protection  of  the  rights,  safety,  or 
welfare  of  subjects. 

(3)  A  sponsor  shall  not  begin  an 
investigation  for  which  FDA’s  approval 


of  an  application  is  required  until  FDA 
has  approved  the  application.  If  more 
than  one  IRB  must  approve  an 
investigation,  and  these  approvals  occur 
after  submission  of  an  application  to 
FDA,  a  sponsor  shall  submit  a 
supplemental  application  under 
§  812.3S(b}  to  FDA  following  each 
additional  IRB  approvaL  A  sponsor  shall 
not  begin  an  investigation  or  part  of  an 
investigation  at  an  institution  until  the 
IRB  and  FDA  both  have  approved  the 
application  or  supplemental  application 
relating  to  the  investigation  or  part  of  an 
investigation  at  that  institution. 

(4)  A  sponsor  shall  submit  three 
copies  of  a  signed  “Application  for  an 
Investigational  Device  Exemption”  (IDE 
application),  together  with 
accompanying  materials,  by  registered 
mail  or  by  hand  to  the  address  in 
§  812.19.  Subsequent  correspondence 
concerning  an  application  or  a 
supplemental  application  shall  be 
submitted  by  registered  mail  or  by  hand. 

(b)  Contents.  An  IDE  application  shall 
indude,  in  the  following  order: 

(1)  The  name  and  address  of  the 
sponsor. 

(2)  A  complete  report  of  prior 
investigations  of  the  device  and  an 
accurate  summary  of  those  sections  of 
the  investigational  plan  described  in 

§  812.25(a)  through  (e)  or.  in  lieu  of  the 
smnmary,  the  complete  plan.  The 
sponsor  shall  submit  to  FDA  a  complete 
investigational  plan  and  a  complete 
report  of  prior  investigations  of  the 
device  if  no  IRB  has  reviewed  them,  if 
FDA  has  found  an  IRB’s  review 
inadequate,  or  if  FDA  requests  them. 

(3)  A  description  of  the  methods, 
fadlities,  and  controls  used  for  the 
manufacture,  processing,  packing, 
storage,  and,  where  appropriate, 
installation  of  the  device,  in  suffident 
detail  so  that  a  person  generally  familiar 
with  good  mamifacturing  practices  can 
make  a  knowledgeable  judgment  about 
the  quality  control  used  in  the 
manufacture  of  the  device. 

(4)  An  example  of  the  agreements  to 
be  entered  into  by  all  investigators  to 
comply  with  investigator  obligations 
under  this  part,  and  a  list  of  the  names 
and  addresses  of  all  investigators  who 
have  signed  the  agreement. 

(5)  A  certification  that  all 
investigators  who  will  pculidpate  in  the 
investigation  have  signed  the  agreement, 
that  the  list  of  investigators  indudes  all 
the  investigators  partidpating  in  the 
investigation,  and  that  no  investigators 
will  be  added  to  the  investigation  imtil 
they  have  signed  the  agreement. 

(6)  A  list  of  the  name,  address,  and 
chairperson  of  each  IRB  that  has  been  or 
will  be  asked  to  review  the  investigation 
and  a  certification  of  the  action 
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concerning  the  investigation  taken  by 
each  such  IRB. 

(7)  The  name  and  address  of  any 
institution  at  which  a  part  of  the 
investigation  may  be  conducted  that  has 
not  been  identified  in  accordance  with 
paragraph  (b)(6)  of  this  section. 

(8)  If  &e  device  is  to  be  sold,  the 
amount  to  be  charged  and  an 
explanation  of  why  sale  does  not 
constitute  commercialization  of  the 
device. 

(9)  An  environmental  analysis  report 
meeting  the  requirements  of  Part  25, 
when  requested  by  FDA. 

(10)  Copies  of  aU  labeling  for  the 
device. 

(11)  Copies  of  all  forms  and 
informational  materials  to  be  provided 
to  subjects  to  obtain  informed  consent. 

(12)  Any  other  relevant  information 
FDA  requests  for  review  of  the 
application. 

(c)  Additional  information.  FDA  may 
request  additional  information 
concerning  an  investigation  or  revision 
in  the  investigational  plan.  The  sponsor 
may  treat  such  a  request  as  a 
disapproval  of  the  application  for 
purposes  of  requesting  a  hearing  under 
Part  16. 

(d)  Information  previously  submitted. 
Information  previously  submitted  to  the 
Bureau  of  Medical  Devices  in 
accordance  with  this  chapter  ordinarily 
need  not  be  resubmitted,  but  may  be 
incorporated  by  reference. 

§  812.25  Investigational  plan. 

The  investigational  plan  shall  include, 
in  the  following  order 

(a)  Purpose.  The  name  and  intended 
use  of  the  device  and  the  objectives  and 
duration  of  the  investigation. 

(b)  Protocol.  A  written  protocol 
describing  the  methodology  to  be  used 
and  an  analysis  of  the  protocol 
demonstrating  that  the  investigation  is 
scientiHcally  sound. 

(c)  Risk  analysis.  A  description  and 
analysis  of  all  increased  risks  to  which 
subjects  will  be  exposed  by  the 
investigation;  the  manner  in  which  these 
risks  will  be  minimized;  a  justification 
for  the  investigation;  and  a  description 
of  the  patient  population,  including  the 
number,  age,  sex,  and  condition. 

(d)  Description  of  device.  A 
description  of  each  important 
component,  ingredient,  property,  and 
principle  of  operation  of  the  device  and 
of  each  anticipated  change  in  the  device 
during  the  course  of  the  investigation. 

(e)  Monitoring  procedures,  llie 
sponsor’s  written  procedures  for 
monitoring  the  investigation  and  the 
name  and  address  of  any  monitor. 

(f)  Labeling.  Copies  of  all  labeling  for 
the  device. 


(g)  Consent  materials.  Copies  of  all 
forms  and  informational  materials  to  be 
provided  to  subjects  to  obtain  informed 
consent. 

(h)  IRB  information.  A  list  of  the 
names,  locations,  and  chairpersons  of 
all  IRB’s  that  have  been  or  will  be  asked 
to  review  the  investigation,  and  a 
certification  of  any  action  taken  by  any 
of  those  IRB’s  with  respect  to  the 
investigation. 

(i)  Other  institutions.  The  name  and 
address  of  each  institution  at  which  a 
part  of  the  investigation  may  be 
conducted  that  has  not  been  identified 
in  paragraph  (h)  of  this  section. 

0)  Additional  records  and  reports.  A 
description  of  records  and  reports  that 
will  be  maintained  on  the  investigation 
in  addition  to  those  prescribed  in 
Subpart  G. 

§  8 1 2.27  Report  of  prior  Investigations. 

(a)  General.  ’The  report  of  prior 
investigations  shall  include  reports  of  all 
prior  clinical,  animal,  and  laboratory 
testing  of  the  device  and  shall  be 
comprehensive  and  adequate  to  justify 
the  proposed  investigation. 

(b)  Specific  contents.  The  report  also 
shall  include: 

(1)  A  bibliography  of  all  publications, 
whether  adverse  or  supportive,  that  are 
relevant  to  an  evaluation  of  the  safety  or 
effectiveness  of  the  device,  copies  of  all 
published  and  impublished  adverse 
information,  and,  if  requested  by  an  IRB 
or  FDA,  copies  of  other  significant 
publications. 

(2)  A  summary  of  all  other 
unpublished  information  (whether 
adverse  or  supportive)  in  the  possession 
of,  or  reasonably  obtainable  by,  the 
sponsor  that  is  relevant  to  an  evaluation 
of  the  safety  or  effectiveness  of  the 
device. 

(3)  If  information  on  nonclinical  tests 
is  provided,  a  statement  that  all 
nonclinical  tests  have  been  conducted  in 
compliance  with  applicable 
requirements  in  the  good  laboratory 
practice  regulations  in  Part  58,  or  a 
detailed  description  of,  and  justification 
for,  all  differences  between  the  practices 
used  in  the  tests  and  those  required  by 
Part  58.  Failure  or  inability  to  comply 
with  this  requirement  does  not  justify 
failure  to  provide  information  on  a 
relevant  nonclinical  test. 

« 

§  812.30  FDA  action  on  applications. 

(a)  Approval  or  disapproval.  FDA  will 
notify  the  sponsor  in  writing  of  the  date 
it  receives  an  application.  FDA  may 
approve  an  investigation  as  proposed, 
approve  it  with  modifications,  or 
disapprove  it.  An  investigation  may  not 
begin  until: 


(1)  Thirty  days  after  FDA  receives  the 
application  at  the  address  in  §  812.19  for 
the  investigation  of  a  device  other  than 
a  banned  device,  unless  FDA  notifies 
the  sponsor  that  the  investigation  may 
not  begin;  or 

(2)  FDA  approves,  by  order,  an  IDE  for 
the  investigation. 

(b)  Grounds  for  disapproval  or 
withdrawal.  FDA  may  disapprove  or 
withdraw  approval  of  an  application  if 
FDA  finds  that: 

(1)  There  has  been  a  failure  to  comply 
with  any  requirement  of  this  part  or  the 
act,  any  other  applicable  regulation  or 
statute,  or  any  condition  of  approval 
imposed  by  an  IRB  or  FDA. 

(2)  The  application  or  a  report 
contains  an  untrue  statement  of  a 
material  fact,  or  omits  material 
information  required  by  this  part. 

(3)  The  sponsor  fails  to  respond  to  a 
request  for  additional  information 
within  the  time  prescribed  by  FDA. 

(4)  There  is  reason  to  believe  that  the 
risks  to  the  subjects  are  not  outweighed 
by  the  anticipated  benefits  to  the 
subjects  and  the  importance  of  the 
knowledge  to  be  gained,  or  informed 
consent  is  inadequate,  or  the 
investigation  is  scientifically  unsound, 
or  if  there  is  reason  to  believe  that  the 
device  is  ineffective,  or  it  is  otherwise 
unreasonable  to  begin  or  to  continue  the 
investigation  owing  to  the  way  in  which 
the  device  is  used  or  the  inadequacy  of: 

(i)  The  report  of  prior  investigations  or 
the  investigational  plan; 

(ii)  The  methods,  facilities,  and 
controls  used  for  the  manufacturing, 
processing,  packaging,  storage,  and, 
where  appropriate,  installation  of  the 
device:  or 

(iii)  Monitoring  and  review  of  the 
investigation. 

(5)  There  is  reason  to  believe  that  the 
device,  as  used  in  the  investigation,  is 
ineffective. 

(c)  Notice  of  disapproval  or 
withdrawal.  If  FDA  disapproves  an 
application  or  propose  to  withdraw 
approval  of  an  application,  FDA  will 
notify  the  sponsor  in  writing. 

(1)  A  disapproval  order  will  contain  a 
complete  statement  of  the  reasons  for 
disapproval  and  a  statement  that  the 
sponsor  has  an  opportunity  to  request  a 
hearing  under  Part  16. 

(2)  A  notice  of  a  proposed  withdawal 
of  approval  will  contain  a  complete 
statement  of  the  reasons  for  withdrawal 
and  a  statement  that  the  sponsor  has  an 
opportunity  to  request  a  hearing  under 
Part  16.  FDA  will  provide  the 
opportunity  for  hearing  before 
withdrawal  of  approval,  unless  FDA 
determines  in  the  notice  that 
continuation  of  testing  under  the 
exemption  will  result  in  an  unreasonble 
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risk  to  the  public  health  and  orders 
withdrawal  of  approval  before  any 
hearing. 

§  812.35  Supplemental  applications. 

(a)  Changes  in  investigational  plan.  A 
sponsor  shall  (1)  submit  to  FDA  a 
supplemental  application  if  the  sponsor 
or  an  investigator  proposes  a  change  in 
the  investigational  plan  that  may  affect 
its  scientiHc  soundness  or  the  rights, 
safety,  or  welfare  of  subjects,  and  (2) 
obtain  IRB  and  FDA  approval  of  the 
change  before  implementation.  These 
requirements  do  not  apply  in  the  case  of 
a  deviation  from  the  investigational  plan 
to  protect  the  life  or  physical  well-being 
of  a  subject  in  an  emergency,  which 
deviation  shall  be  reported  to  FDA 
within  5  working  days  after  the  sponsor 
learns  of  if. 

(b)  New  institutions.  A  sponsor  shall 
submit  to  FDA  a  supplemental 
application  if  an  IRB  other  than  one 
whose  approval  as  a  part  of  an 
investigation  is  certified  in  an 
application  is  to  participate  in  the 
investigation.  If  the  investigation  is 
otherwise  unchanged,  the  supplemental 
application  shall  consist  of  a 
certification  of  IRB  approval,  and 
updating  of  the  information  required  by 
§  812.20(b),  and  a  description  of  any 
modifications  in  the  investigational  plan 
required  by  the  IRB  as  a  condition  of 
approval.  A  sponsor  may  not  begin  a 
part  of  an  investigation  at  an  institution 
until  the  IRB  has  approved  the 
investigation  and  TOA  has  approved  the 
supplemental  application  relating  to  that 
part  of  the  investigation. 

§  812.38  Confidentiality  of  data  and 
information. 

(a)  Existence  of  IDE.  FDA  will  not 
disclose  the  existence  of  an  IDE  unless 
its  existence  has  previously  been 
publicly  disclosed  or  acknowledged, 
until  FDA  approves  an  application  for 
premarket  approval  of  the  device 
subject  to  the  IDE;  or  a  notice  of 
completion  of  a  product  development 
protocol  for  the  device  has  become 
effective. 

(b)  Availability  of  summaries  or  data. 

(1)  FDA  will  make  publicly  available, 
upon  request,  a  detailed  summary ‘of 
information  concerning  the  safety  and 
effectiveness  of  the  device  that  was  the 
basis  for  an  order  approving, 
disapproving,  or  withdrawing  approval 
of  an  application  for  an  IDE  for  a 
banned  device.  The  summary  shall 
include  information  on  any  adverse 
effect  on  health  caused  by  the  device. 

(2)  If  a  device  is  a  banned  device  or  if 
the  existence  of  an  IDE  has  been 
publicly  disclosed  or  acknowledged, 
data  or  information  contained  in  the  file' 


is  not  available  for  public  disclosure 
before  approval  of  an  application  for 
premarket  approval  or  the  effective  date 
of  a  notice  of  completion  of  a  product 
development  protocol  except  as 
provided  in  this  section.  FDA  may,  in  its 
discretion,  disclose  a  summary  of 
selected  portions  of  the  safety  and 
effectiveness  data,  that  is,  clinical, 
animal,  or  laboratory  studies  and  tests 
of  the  device,  for  public  consideration  of 
a  specific  pending  issue. 

(3)  If  the  existence  of  an  IDE  file  has 
not  been  publicly  disclosed  or 
acknowledged,  no  data  or  information  in 
the  file  are  available  for  public 
disclosure  except  as  provided  in 
paragraphs  (b)(1)  and  (c)  of  this  section. 

(c)  Reports  of  adverse  effects.  Upon 
request  or  on  its  own  initiatives,  FDA 
shall  disclose  to  an  individual  on  whom 
an  investigational  device  has  been  used 
a  copy  of  a  report  of  adverse  device 
effects  relating  to  that  use. 

(d)  Other  rules.  Except  as  otherwise 
provided  in  this  section,  the  availability 
for  public  disclosure  of  data  and 
information  in  an  IDE  file  shall  be 
handled  in  accordance  with  §  314.14, 
which  concerns  the  confidentiality  of 
data  and  information  in  new  drug 
applications,  until  the  effective  date  of 
regulations  concerning  the 
confidentiality  of  data  and  information 
in  applications  for  premarket  approval 
of  devices. 

Subpart  C— Responsibilities  of 
Sponsors 

§  812.40  General  responsibilities  of 
sponsors. 

Sponsors  are  responsible  for  selecting 
qualified  investigators  and  providing 
them  with  the  information  they  need  to 
conduct  the  investigation  properly, 
ensuring  proper  monitoring  of  the 
investigation,  ensuring  that  IRB  review 
and  approval  are  obtained,  submitting 
an  IDE  application  to  FDA,  and  ensuring 
that  any  reviewing  IRB  and  FDA  are 
promptly  informed  of  significant  new 
information  about  an  investigation. 
Additional  responsibilities  of  sponsors 
are  described  in  Subparts  B  and  G. 

§  812.43  Selecting  investigators  and 
monitors. 

(a)  Selecting  investigators.  A  sponsor 
shall  select  investigators  qualified  by 
training  and  experience  to  investigate 
the  device. 

(b)  Control  of  device.  A  sponsor  shall 
ship  investigational  devices  only  to 
qualified  investigators  participating  in 
the  investigation. 

(c)  Obtaining  agreements.  A  sponsor 
shall  obtain  fi'om  each  participating 


investigator  a  signed  agreement  that 
includes: 

(1)  The  investigator’s  curriculum  vitae. 

(2)  Where  applicable,  a  statement  of 
the  investigator’s  relevant  experience, 
including  the  dates,  location,  extent,  and 
type  of  experience. 

(3)  If  the  investigator  was  involved  in 
an  investigation  or  other  research  that 
was  terminated,  an  explanation  of  the 
circiunstances  that  led  to  termination. 

(4)  A  statement  of  the  investigator’s 
commitment  to  (i)  conduct  the 
investigation  in  accordance  with  the 
agreement,  the  investigational  plan,  this 
part  and  other  applicable  FDA 
regulations,  and  conditions  of  approval 
imposed  by  the  reviewing  IRB  or  FDA; 
(ii)  supervise  all  testing  of  the  device 
involving  human  subjects;  and  (iii) 
ensure  that  the  requirements  for 
obtaining  informed  consent  are  met. 

(d)  Selecting  monitors.  A  sponsor 
shall  select  monitors  qualified  by 
training  and  experience  to  monitor  the 
investigational  study  in  accordance  with 
this  part  and  other  applicable  FDA 
regulations. 

§  812.45  Infonning  Investigators. 

A  sponsor  shall  supply  all 
investigators  participating  in  the 
investigation  with  copies  of  the 
investigational  plan  and  the  report  of 
prior  investigations  of  the  device. 

§  812.46  Monitoring  Investigations. 

(a)  Securing  compliance.  A  sponsor 
who  discovers  that  an  investigator  is  not 
complying  with  the  signed  agreement, 
the  investigational  plan,  the 
requirements  of  this  part  or  other 
applicable  FDA  regulations,  or  any 
conditions  of  approval  imposed  by  the 
reviewing  IRB  or  FDA  shall  promptly 
either  secure  compliance,  or  discontinue 
shipments  of  the  device  to  the 
investigator  and  terminate  the 
investigator's  participation  in  the  ^ 
investigation.  A  sponsor  shall  also 
require  such  an  investigator  to  dispose 
of  or  return  the  device,  imless  this  action 
would  jeopardize  the  rights,  safety,  or 
welfare  of  a  subject. 

(b)  Unanticipated  adverse  device 

effects.  (1)  A  sponsor  shall  immediately 
conduct  an  evaluation  of  any  , 

unanticipated  adverse  device  effect. 

(2)  A  sponsor  who  determines  that  an 
unanticipated  adverse  device  effect 
presents  an  unreasonable  risk  to 
subjects  shall  terminate  all 
investigations  or  parts  of  investigations 
presenting  that  risk  as  soon  as  possible. 
Termination  shall  occur  not  later  than  5 
working  days  after  the  sponsor  makes 
this  determination  and  not  later  than  15 
working  days  after  the  sponsor  first 
received  notice  of  the  effect. 
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(c)  Resumption  of  terminated  studies. 
If  the  device  is  a  significant  risk  device, 
a  sponsor  may  not  resume  a  terminated 
investigation  without  IRB  and  FDA 
approval.  If  the  device  is  not  a 
signiHcant  risk  device,  a  sponsor  may 
'  not  resume  a  terminated  investigation 
without  IRfi  approval  and,  if  the 
investigation  was  terminated  under 
paragraph  (b)(2),  FDA  approval. 

Subpart  D — Responsibilities  of 
Institutional  Review  Boards 

§  612.60  General  responsibilities  of 
institutional  review  boards. 

The  principal  responsibility  of  an  IRB 
is  to  protect  the  rights,  safety,  and 
welfare  of  human  subjects  by  making  an 
initial  judgment  that  a  proposed 
investigation  is  acceptable,  after 
reviewing  the  risks  and  benefits  to 
human  subjects,  the  knowledge  to  be 
gained,  and  the  adequacy  of  informed 
consent.  An  IRB  expresses  local 
community  attitudes  and  ethical 
standards  when  reviewing  proposed 
investigations.  An  IRB  also  is 
responsible  for  ensuring  that  an 
investigation  is  conducted  in  a  manner 
consistent  with  institutional  policies, 
applicable  law.  and  standards  of 
professional  practice.  Additional 
responsibilities  of  IRB's  for 
recordkeeping  and  reporting  are 
described  in  Subpart  G. 

§  812.62  Membership. 

(a)  General.  An  IRB  shall  be 
composed  of  not  fewer  than  five 
individuals  sufficiently  qualified  through 
maturity,  experience,  expertise,  and 
diversity  of  background  to  ensure  broad 
respect  for  its  advice  for  safeguarding 
the  rights,  safety,  and  welfare  of  human 
subjects. 

(b)  Diversity.  An  IRB  shall  include  at 
least  one  licensed  physician,  one 
nonphysician  scientist,  and  one 
individual  whose  primary  activities  are 
in  a  nonscientific  Held,  e.g.,  a  lawyer, 
member  of  the  clergy,  ethicist,  or 
consumer. 

(c)  Nonaffiliated  member.  An  IRB 
shall  include  at  least  one  member  whose 
only  affiliation  with  the  institution  is 
IRB  membership. 

(d)  Specific  qualifications.  In  addition 
to  possessing  the  professional 
competence  necessary  to  understand  an 
investigation,  the  IRB  as  a  whole  shall 
be  able  to  ascertain  the  acceptability  of 
an  investigation  in  terms  of  institutional 
commitments  and  regulations, 
applicable  law,  standards  of 
professional  conduct  and  practice, 
community  attitudes,  and  ethical 
standards. 


(e)  Scientific  or  technical  knowledge. 
An  IRB  shall  have  among  its  members  or 
shall  obtain  by  means  of  nonvoting 
consultants  sufRcient  scientific  and 
technical  knowledge  and  expertise  to  be 
able  to  review  proposed  investigations 
in  order  to  determine  that  the  rights, 
safety,  and  welfare  of  human  subjects 
are  adequately  protected. 

(f)  Prohibition.  No  IRB,  institution,  or 
other  person  may  permit  an  investigator 
or  sponsor  to  participate  in  the  selection 
of  members  of  an  IRB  that  will  review 
an  investigation  conducted  or  sponsored 
by  that  investigator  or  sponsor. 

§  812.65  Responsibilities  and  procedures!. 

(a)  Requirements.  An  IRB  shall: 

(1)  Adopt  and  follow  written 
procedures  for  conducting  its  review  of 
investigational  plans  and  reports  of 
prior  investigations  and  for  reporting  its 
findings  to  the  institution,  investigator, 
and,  where  appropriate,  the  sponsor. 

(2)  Conduct  business  by  a  quorum  of 
not  less  than  a  majority  of  the  members 
of  the  IRB  physically  present 
Regardless  of  the  number  of  members 
physically  present  a  quorum  shall 
include  at  least  one  licensed  physician, 
one  nonphysician  scientist,  and  one 
member  whose  primary  activities  are  in 
a  nonscientific  field. 

(3)  Ensure  that  any  merfiber  having  a 
conflict  of  interest,  as  determined  by  the 
IRB,  relating  to  a  particular  investigation 
does  not  participate  in  the  review  of  that 
investigation.  This  requirement  does  not 
prohibit  a  member  from  furnishing 
information  requested  by  an  IRB. 

(4)  In  a  timely  manner  review  and 
approve,  approve  with  modifications, 
disapprove,  suspend,  or  withdraw 
approval  of  an  investigation  for  any 
reason  the  IRB  considers  appropriate. 

An  IRB  may  not  approve  an 
investigation  unless  it  has  determined 
that  risks  to  subjects  have  been 
minimized  to  the  extent  possible 
consistent  with  the  purposes  of  the 
investigation.  An  IRB  shall  disapprove 
or  withdraw  approval  of  an 
investigation  if  the  risks  to  the  subject 
are  not  outweighed  by  the  anticipated 
benefits  to  the  subjects  and  the 
importance  of  the  knowledge  to  be 
gained,  or  if  informed  consent  is 
inadequate,  or  if  the  investigation  is 
scientifically  unsound,  pr  if  there  is 
reason  to  believe  the  device  is 
ineffective,  or  if  it  is  otherwise 
unreasonable,  unsafe,  improper,  or  not 
in  the  best  interests  of  the  institution  to 
begin  or  to  continue  an  investigation 
owing  to  the  way  in  which  the  device  is 
used  or  for  any  of  the  reasons  set  forth 
in  §  612.30(b)(4)(i)  through  (iii). 

(5)  Notify  the  investigator  and,  where 
appropriate,  the  sponsor  of  each 


decision  it  makes  about  the 
investigation  and  the  basis  for  its 
decision.  If  an  IRB  determines  that  an 
investigation  presented  for  approval 
under  §  812.2(b)(l)(ii)  involves  a 
Significant  risk  device,  it  shall  so  notify 
the  investigator  and,  where  appropriate, 
the  sponsor.  A  sponsor  may  not  begin 
the  investigation  except  as  provided  in 
§  812.30(a). 

(6)  Continue  to  review  an 
investigation  that  the  IRB  has  approved 
until  the  investigation  is  completed  or 
terminated.  Such  review  shall  be 
undertaken  at  intervals  appropriate  to 
the  degree  of  risk,  but  not  less  than  once 
a  year. 

(b)  Additional  information.  An  IRB 
may  request  an  investigator  or  sponsor 
to  submit  additional  information 
concerning  an  investigation. 

(c)  Independence.  The  decision  of  one 
IRB  does  not  preclude  a  diflerent 
decision  on  the  same  investigation  by 
another  IRB. 

§  812.70  Review  of  IRB  actions. 

Institutional  officials  may  review  and 
approve  or  reject  actions  by  an  IRB,  but 
may  not  over^e  an  IRB  disapproval; 
suspension;  withdrawal  of  approval;  a 
modification  of  an  investigational  plan 
determined  by  the  IRB  to  be  necessary 
or  desirable  to  protect  the  rights,  safety, 
or  welfare  of  human  subjects;  or  a 
finding  that  a  device  is  a  significant  risk 
device. 

Subpart  E— Responsibilities  of 
investigators 

§  812.100  General  responsibilities  of 
investigators. 

An  investigator  is  responsible  for 
ensuring  that  an  investigation  is 
conducted  according  to  the  signed 
agreement,  the  investigational  plan  and 
applicable  FDA  regulations,  for 
protecting  the  rights,  safety,  and  welfare 
of  subjects  under  the  investigator's  care, 
and  for  the  control  of  devices  under 
investigation.  An  investigator  also  is 
responsible  for  ensuring  that  informed 
consent  is  obtained  in  accordance  with 
Subpart  F.  Additional  responsibilities  of 
investigators  are  described  in  Subpart 
G. 

§  812.1 10  Specific  responsibilities  of 
investigators. 

(a)  Awaiting  approval.  An 
investigator  may  determine  whether 
potential  subjects  would  be  interested  in 
participating  in  an  investigation,  but 
shall  not  request  the  written  informed 
consent  of  any  subject  to  participate, 
and  shall  not  allow  any  subject  to 
paticipate  before  obtaining  IRB  and  FDA 
approval. 
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(b)  Compliance.  An  investigator  shall 
conduct  an  investigation  in  accordance 
with  the  signed  agreement  with  the 
sponsor,  the  investigational  plan,  this 
part  and  other  applicable  FDA 
regulations,  and  any  conditions  of 
approval  imposed  by  an  IRB  or  FDA. 

(c)  Supervising  device  use.  An 
investigator  shall  permit  an 
investigational  device  to  be  used  only 
with  subjects  under  the  investigator’s 
supervision.  An  investigator  shall  not 
supply  an  investigational  device  to  any 
person  not  authorized  under  this  part  to 
receive  it. 

(d)  Disposing  of  device.  Upon 
completion  or  termination  of  a  clinical 
investigation  or  the  investigator’s  part  of 
an  investigation,  or  at  the  sponsor’s 
request,  an  investigator  shall  return  to 
the  sponsor  any  remaining  supply  of  the 
device  or  otherwise  dispose  of  the 
device  as  the  sponsor  directs. 

Subpart  F— Informed  Consent 

§  812.120  General. 

Informed  consent  is  a  critical  element 
of  subject  protection  in  the  conduct  of 
an  investigation.  The  requirements  in 
this  subpart  are  designed  to  ensure  that 
subjects  understand  fully  the  nature  of 
potential  risks  and  benebts  of  an 
investigation  to  aid  them  in  making  a 
voluntary  choice  whether  to  participate 
in  it. 

§  812.122  Requirement 

(a)  Before  including  any  individual  as 
a  subject  in  an  investigation,  an 
investigator  shall  obtain  from  the 
individual,  without  coercion,  deception, 
or  undue  influence,  informed  consent  to 
participate  in  the  investigation. 

(b)  ^cept  as  provided  in  paragraph 

(c),  in  an  investigation  of  a  signiHcant 
risk  device  informed  consent  shall  be 
evidenced  by  a  document  that  includes 
the  elements  speciHed  in  §  812.130  and 
that  is  signed  by  the  subject  or,  if  the 
subject  lacks  legal  capacity,  the 
subject’s  legal  representative. 

(c)  In  the  following  case,  an 
investigator  may  obtain  informed 
consent  by  reading  to  the  subject  or  the 
subject’s  legal  representative  a 
document  that  includes  the  elements 
specified  in  §  812.130  and  obtaining  and 
documenting  oral  informed  consent: 

(1)  If  the  investigation  is  of  a  device 
other  than  a  significant  risk  device  and 
is  subject  to  §  812.2(b)(1),  or 

(2)  If  a  significant  risk  device  is  to  be 
used  on  a  subject  who  lacks  legal 
capacity  and  whose  legal  representative 
is  illiterate. 

§  812.123  Exception. 

Informed  consent  is  required,  unless: 


(a)  The  investigator  determines  and 
documents  that: 

(1)  A  life-threatening  situation  exists 
that  necessitates  the  use  of  the 
investigational  device; 

(2)  'There  is  no  effective  alternative  to 
use  of  the  device; 

(3)  It  is  not  feasible  to  obtain  informed 
consent  from  the  subject;  and 

(4)  There  is  not  sufficient  time  to 
obtain  such  consent  from  the  subject’s 
legal  representative. 

(b)  The  investigator  obtains 
concurrence  of  a  licensed  physician  not 
involved  in  the  investigation,  unless 
immediate  use  of  the  device  is  necessary 
to  save  the  life  of  the  subject  and  there 
is  not  sufficient  time  to  obtain  the 
concurrence  of  a  physician. 

§  812.130  Elements  of  Informed  consent 

(a)  Requirements.  In  seeking  informed 
consent,  an  investigator  shall  provide  to 
a  subject,  or  to  the  subject’s  legal 
representative,  information  that 
includes: 

(1)  An  explanation  of  the  procedures 
to  be  followed,  including  an  explanation 
of  each  procedure  that  is  experimental. 

(2)  An  explanation  of  the  nature  of  the 
investigational  device  and  an 
explanation  of  the  expected  duration 
and  purpose  of  the  use  of  the 
investigational  device. 

(3)  A  description  of  any  attendant 
discomforts  and  risks  reasonably  to  be 
expected. 

(4)  An  explanation  of  likely  results 
should  the  procedures  fail. 

(5)  A  description  of  any  benefits  to  the 
subject  or  others  reasonably  to  be 
expected. 

(6)  A  disclosure  of  any  appropriate 
alternative  procedures  that  might  be 
advantageous  to  the  subject. 

(7)  A  description  of  the  scope  of  the 
investigation,  including  the  number  of 
subjects  involved. 

(8)  An  offer  to  answer  any  inquiries 
concerning  the  investigation. 

(9)  A  disclosure  that  the  subject,  or 
the  subject’s  legal  representative,  is  free 
to  decline  participation  in  the 
investigation  or  to  withdraw  consent 
and  to  discontinue  participation  at  any 
time  without  prejudice  to  the  subject. 

(10)  A  disclosure  that  the 
investigational  device  is  being  used  for 
research  purposes. 

(b)  Prohibitions.  An  informed  consent 
document  shall  not  include  language 
that  waives,  or  appears  to  waive,  any  of 
the  subject’s  legal  rights  or  releases  the 
institution,  its  agents,  the  sponsor,  or  the 
investigator  from  liability  for  negligence. 


Subpart  G— Records  and  Reports 

§  812.140  Records. 

(a)  Investigator  records.  A 
participating  investigator  shall  maintain 
the  following  accurate,  complete,  and 
current  records  relating  to  the 
investigator’s  participation  in  an 
investigation: 

(1)  all  correspondence  with  another 
investigator,  an  IRB,  the  sponsor,  a 
monitor,  or  FDA,  including  required 
reports. 

(2)  Records  of  receipt,  use  or 
disposition  of  a  device  that  relate  to: 

(i)  The  type  and  quantity  of  the 
device,  the  dates  of  its  receipt,  and  the 
batch  number  or  code  mark. 

(ii)  'The  names  of  all  persons  who 
received,  used,  or  disposed  of  each 
device. 

(iii)  Why  and  how  many  units  of  the 
device  have  been  returned  to  the 
sponsor,  repaired,  or  otherwise  disposed 
of. 

(3)  Records  of  each  subject’s  case 
history  and  exposure  to  the  device.  Such 
records  shall  include: 

(i)  Documents  evidencing  informed 
consent  and,  for  any  use  of  a  device  by 
the  investigator  without  informed 
consent,  any  written  concurrence  of  a 
licensed  physician  and  a  brief 
description  of  the  circumstances 
justifying  the  failure  to  obtain  informed 
consent. 

(ii)  All  relevant  observations, 
including  records  concerning  adverse 
device  effects  (whether  anticipated  or 
unanticipated),  information  and  data  on 
the  condition  of  each  subject  upon 
entering,  and  during  the  course  of,  the 
investigation,  including  information 
about  relevant  previous  medical  history 
and  the  results  of  all  diagnostic  tests. 

(iii)  A  record  of  the  exposure  of  each 
subject  to  the  investigational  device, 
including  the  date  and  time  of  each  use, 
and  any  other  therapy. 

(4)  The  protocol,  with  documents 
showing  the  dates  of  and  reasons  for 
each  deviation  from  the  protocol. 

(5)  Any  other  records  that  FDA 
requires  to  be  maintained  by  regulation 
or  by  specific  requirement  for  a  category 
of  investigations  or  a  particular 
investigation. 

(b)  Sponsor  records.  A  sponsor  shall 
maintain  the  following  accurate, 
complete,  and  current  records  relating  to 
an  investigation: 

(1)  All  correspondence  with  another 
sponsor,  a  monitor,  an  investigator,  an 
IRB,  or  FDA,  including  required  reports. 

(2)  Records  of  shipment  and 
disposition.  Records  of  shipment  shall 
include  the  name  and  address  of  the 
consignee,  type  and  quantity  of  device, 
date  of  shipment,  and  batch  number  or 
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code  mark.  Records  of  disposition  shall 
describe  the  batch  number  or  code 
marks  of  any  devices  returned  to  the 
sponsor,  repaired,  or  disposed  of  in 
other  ways  by  the  investigator  or 
another  person,  and  the  reasons  for  and 
method  of  disposal. 

(3)  Signed  investigator  agreements. 

(4)  For  each  investigation  subject  to 
§  812.2(b)(1)  of  a  device  other  than  a 
signiHcant  risk  device,  the  records 
described  in  paragraph  (b)(5)  of  this 
section  and  the  following  records, 
consolidated  in  one  location  and 
available  for  FDA  inspection  and 
copying: 

(i)  The  name  and  intended  use  of  the 
device  and  the  objectives  of  the 
investigation; 

(ii)  A  brief  explanation  of  why  the 
device  is  not  a  significant  risk  device: 

(iii)  The  name  and  address  of  each 
investigator. 

(iv)  Tlie  name  and  address  of  each 
IRB  that  has  reviewed  the  investigation: 

(v)  A  statement  of  the  extent  to  which 
the  good  manufacturing  practice 
regulation  in  Part  820  i^l  be  followed  in 
manufacturing  the  device  and  a  copy  of 
any  quality  assurance  program  that  is 
followed  with  respect  to  the  device:  and 

(vi)  Any  other  information  required  by 
FDA. 

(5)  Records  concerning  adverse  device 
effects  (whether  anticipated  or 
unanticipated)  and  complaints  and 

(6)  Any  other  records  that  FDA 
requires  to  be  maintained  by  regulation 
or  by  specific  requirement  for  a  category 
of  investigation  or  a  particular 
investigation. 

(c)  IRB  records.  A  reviewing  IRB  shall 
maintain  the  following  acciirate, 
complete,  and  current  records  relating  to 
that  IRB's  review  of  an  investigation: 

(1)  All  correspondence  with  another 
IRB,  an  investigator,  a  sponsor,  a 
monitor,  or  FDA. 

(2)  Records  of  the  membership  of  the 
IRB  and  of  its  members’  employment 
relationship  with  the  institution  with 
which  the  IRB  is  associated,  for  example 
full-time  or  part-time  employee,  member 
of  governing  panel  or  board,  paid  or 
unpaid  consultant.  Such  records  shall 
include: 

(i)  Each  member’s  name,  earned 
degrees  (if  any),  position  or  occupation, 
specialty  field  (if  any),  representative 
capacity,  and  other  pertinent  indications 
of  qualifications,  such  as  board 
certifications  or  licenses; 

(ii)  Eaqh  member’s  employment  or 
other  relationship  with  an  investigator 
or  sponsor  whose  investigation  is 
reviewed  by  the  IRB,  for  example  full¬ 
time  or  part-time  employee,  member  of 
governing  panel  or  board,  paid  or 
unpaid  consultant;  and 


(3)  Minutes  of  attendance  at  each 
meeting  and  of  each  decision  concerning 
an  investigation. 

(d)  Retention  period.  Records  required 
by  this  subpart  shall  be  maintained 
during  the  investigation  and  for  a  period 
of  2  years  after  the  latter  of  the 
following  two  dates:  The  date  on  which 
the  investigation  is  terminated  or 
completed,  or  the  date  that  the  records 
are  no  longer  required  for  purposes  of 
supporting  a  premarket  approval 
application  or  a  notice  of  completion  of 
a  product  development  protocol. 

(e)  Records  custody.  An  investigator, 
sponsor,  or  IRB  may  withdraw  from  the 
responsibility  to  maintain  records  for  ' 
the  period  required  in  paragraph  (d)  of 
this  section  and  transfer  custody  of  the 
records  to  any  other  person  who  will 
accept  responsibility  for  them  under  this 
part,  including  the  requirements  of 

§  812.145.  Notice  of  a  transfer  shall  be 
given  to  FDA  not  later  than  10  working 
days  after  transfer  occurs. 

§  812.145  Inspections. 

(a)  Entry  and  inspection.  A  sponsor  or 
an  investigator  who  has  authority  to 
grant  access  shall  permit  authorized 
FDA  employees,  at  reasonable  times 
and  in  a  reasonable  manner,  to  enter 
and  inspect  any  establishment  where 
devices  are  held  (including  any 
establishment  where  devices  are 
manufactured,  processed,  packed, 
installed,  used,  or  implanted  or  where 
records  of  results  from  use  of  devices 
are  kept). 

(b)  Records  inspection.  A  sponsor. 

IRB,  or  investigator,  or  any  other  person 
acting  on  behalf  of  such  a  person  with 
respect  to  an  investigation,  shall  permit 
authorized  FDA  employees,  at 
reasonable  times  and  in  a  reasonable 
manner,  to  inspect  and  copy  all  records 
relating  to  an  investigation. 

(c)  Records  identifying  subjects.  An 
investigator  shall  permit  authorized 
FDA  employees  to  inspect  and  copy 
records  that  identify  subjects,  upon 
notice  that  FDA  has  reason  to  suspect 
that  adequate  informed  consent  was  not 
obtained,  or  that  reports  required  to  be 
submitted  by  the  investigator  to  the 
sponsor  or  HIB  have  not  been  submitted 
or  are  incomplete,  inaccurate,  false,  or 
misleading. 

§812.150  Reports 

(a)  Investigator  reports.  An 
investigator  shall  prepare  and  submit 
the  following  complete,  accurate,  and 
timely  reports: 

(1)  Unanticipated  adverse  device 
effects.  An  investigator  shall  submit  to 
the  sponsor  and  to  the  reviewing  IRB  a 
report  of  any  unanticipated  adverse 
device  effect  occmring  during  an 


investigation  as  soon  as  possible,  but  in 
no  event  later  than  10  working  days 
after  the  investigator  first  learns  of  the 
effect. 

(2)  Withdrawal  of  IRB  approval.  An 
investigator  shall  report  to  the  sponsor, 
within  5  working  days,  a  withdrawal  of 
approval  by  the  reviewing  IRB  of  the 
investigator’s  part  of  an  investigation. 

(3)  Progress.  An  investigator  shall 
submit  progress  reports  on  the 
investigation  to  the  sponsor,  the 
monitor,  and  the  reviewing  IRB  at 
regular  intervals,  but  in  no  event  less 
often  than  yearly. 

(4)  Deviations  from  the 
investigational  plan.  An  investigator 
shall  notify  the  sponsor  and  the 
reviewing  IRB  of  any  deviation  from  the 
investigational  plan  to  protect  the  life  or 
physical  well-being  of  a  subject  in  an 
emergency.  Such  notice  shall  be  given  as 
soon  as  possible,  but  in  no  event  later 
than  5  working  days  after  the  emergency 
occurred.  Except  in  such  an  emergency, 
prior  approval  by  the  sponsor  is 
required  for  changes  in  or  deviations 
from  a  plan,  and,  if  these  changes  or 
deviations  may  affect  scientific 
soundness  of  ^e  plan  or  the  rights, 
safety,  or  welfare  of  human  subjects, 

IRB  and  FDA  approval  under  §  812.35(a) 
also  is  required. 

(5)  Informed  consent  If  an 
investigator  uses  a  device  without 
obtaining  informed  consent,  the 
investigator  shall  report  such  use  to  the 
sponsor  and  the  reviewing  IRB  withing  5 
working  days  after  the  use  occiu^. 

(6)  Final  report  An  investigator  shall, 
within  3  months  after  termination  or 
completion  of  the  investigation  or  the 
investigator’s  part  of  the  investigation, 
submit  a  final  report  to  the  sponsor  and 
the  reviewing  IRB. 

(7)  Other.  An  investigator  shall,  upon 
request  by  a  reviewing  IRB  or  FDA, 
provide  accurate,  complete,  and  current 
information  about  any  aspect  of  the 
investigation. 

(b)  Sponsor  reports.  A  sponsor  shall 
prepare  and  submit  the  following 
complete,  accurate,  and  timely  reports: 

(1)  Unanticipated  adverse  device 
effects.  A  sponsor  who  conducts  an 
evaluation  of  an  unanticipated  adverse 
device  effect  under  §  812.46(b)  shall 
report  the  results  of  such  evaluation  to 
FDA  and  to  all  reviewing  IRB’s  and 
participating  investigators  within  10 
working  days  after  the  sponsor  first 
receives  notice  of  the  effect.  Thereafter 
the  sponsor  shall  submit  such  additional 
reports  concerning  the  effect  as  FDA 
requests. 

(2)  Withdrawal  of  IRB  approval  A 
sponsor  shall  notify  FDA  and  all 
reviewing  IRB’s  and  participating 
investigators  of  any  withdrawal  of 
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approval  of  an  investigation  or  a  part  of  in  this  rule  have  been  submitted  for 
an  investigation  by  a  reviewing  approval  by  the  Office  of  Management 

within  5  working  days  after  receipt  of  and  Budget  (0MB)  in  accordance  with 
the  withdrawal  of  approval.  the  Federal  Reports  Act  of  1942.  This 

(3)  Withdrawal  of  FDA  approval  A  regulation  will  become  effective  July  16, 

sponsor  shall  notify  all  reviewing  IRB’s  1980,  provided  that  approval  of  the  0MB 

and  participating  investigators  of  any  is  received  by  that  date.  If  OMB  does 

withdrawal  of  FDA  approval  of  the  not  approve,  without  change,  the 

investigation,  and  shall  do  so  within  5  reporting  and  recordkeeping 

working  days  after  receipt  of  notice  of  requirements  contained  in  the  rule,  FDA 

the  withdrawal  of  approval.  will  revise  the  rule  as  necessary  to 

(4)  Current  investigator  list.  A  sponsor  comply  with  the  decision  of  OMB.  FDA 

shall  submit  to  FDA,  at  6-month  will  publish  a  notice  in  a  future  issue  of 

intervals,  a  current  list  of  the  names  and  the  Federal  Register  concerning  OMB's 

addresses  of  all  investigators  decision  on  these  requirements, 

participating  in  the  investigation.  The  (Secs.  301, 501, 502, 520, 701(a),  702, 704, 801, 
sponsor  shall  submit  the  first  such  list  6  52  Stat.  1042-1043  as  amended,  1049-1051  as 

months  after  FDA  approval.  amended,  1055, 1056-1058  as  amended,  67 

(5)  Progress  reports.  At  regular  Stat.  476-477  as  amended,  90  Stat.  565-574, 

intervals,  but  in  no  event  less  often  than  (2i  U.S.C.  331, 351, 352, 360, 371(a),  372, 374, 
yearly,  a  sponsor  shall  submit  progress 

reports  to  FDA  and  to  all  reviewing  Dated:  January  8, 1980. 

IRB’s.  *  Jere  E  Goyan, 

(6)  Recall  and  device  disposition.  A  Commissioner  of  Food  and  Drugs. 

sponsor  shall  notify  FDA  and  all  pTu  poc.  80-1258  Wed  1-17-80: 8:4s  am] 

reveiwing  IRB’s  of  any  request  that  an  on  mm  code  41io-03-m 
investigator  return,  repair,  or  otherwise 

dispose  of  any  units  of  a  device.  Such 
notice  shall  occur  within  30  working 
days  after  the  request  is  made  and  shall 
state  why  the  request  was  made. 

(7)  Final  report.  In  the  case  of  a 
significant  risk  device,  the  sponsor  shall 
notify  FDA  within  30  working  days  of 
the  completion  or  termination  of  the 
investigation  and  shall  submit  a  final 
report  to  FDA  and  all  reviewing  the 
IRB’s  and  participating  investigators 
within  6  months  after  completion  or 
termination.  In  the  case  of  a  device  that 
is  not  a  significant  risk  device,  the 
sponsor  shall  submit  a  final  report  to  all 
reviewing  IRB’s  within  6  months  after 
termination  or  completion. 

(8)  Informed  consent.  A  sponsor  shall 
submit  to  FDA  a  copy  of  any  report  by 
an  investigator  under  paragraph  (a)(5)  of 
this  section  of  use  of  a  device  without 
obtaining  informed  consent,  within  5 
working  days  of  receipt  of  notice  of  such 
use. 

(9)  Significant  risk  device 
determinations.  If  an  IRB  determines 
that  a  device  is  a  significant  risk  device, 
and  the  sponsor  had  proposed  that  the 
IRB  consider  the  device  not  to  be  a 
significant  risk  device,  the  sponsor  shall 
submit  to  FDA  a  report  of  the  IRB’s 
determination  within  5  working  days 
after  the  sponsor  first  learns  of  the  IRB’s 
determination. 

(10)  Other.  A  sponsor  shall,  upon 
request  by  a  reveiwing  IRB  or  FDA, 
provide  accurate,  complete,  and  current 
information  about  any  aspect  of  the 
investigation. 

Effective  date.  The  reporting  and 
recordkeeping  requirements  contained 


